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PERSONAL. RECORD: PETER JOHRS 

In 1972 1 was apo.tn1ed CCaiu htoni Paediatrician to the ?kw rlo Area health 

AutrhoriLv (Teaching). The major part of zany x -F,zsuensibili.ty was a r ionoi. 

commlinent to the care of eat:=.l.dr:en and adults with haemophilia and in 1973 I 

Look over the care of all patients in the Region on the retiranent of D 

Boon ;, Consultant Physrcian at the Royal Victoria fnzf .rswt y. At the time of r.ty 

eppolatneni there was nospecial acconriwda ion set aside for a Haoncphil.1.a 

Centre in Newcastle and patients were seen on att ad hot; basis, The adul.t.s 

were seen either in general outpatients by Dr. Boon or one: of his junior sta f 

or on Ward 12 Children were seen on Ward 8 or in an outpatient clinic 

starred in the Attic Laboratory of the Department of Child "Flealth in 1966 were 

I -uas working for ray doctorate in feYo-matr;rna1 b,3Leed:Lng. it was not until. 

April 1974 that accommodation became available 1n the RVI. Prior to that date 

I had been working with the help of a part tine social. worker, Bill iorP :a, 

and a dentist, Rennie Porteous, In 1973 Sister Maureen Fearns was appointed 

and she is still employed. as Clinical Nurse Speclaalist to the haetitopthilia 

Centre and rho Dopsrtnertt of ne:natelogy. In i 976 Dr. Peter Hamilton joined 

the staff as Consultant. Haematologist and o'Director of the Haenophili o 

Centre. he is presently head of the Departnenc of Hoenatology. Dr. Hamilton 

has maintained a special interest in hepatitis and liver disease is 

aemop€hilia 

Prior to the establishment of the. Centre in 1974 most treatment had been with 

fresh frozen plasma or cryopreclxpitate. In 1973 the government had licensed 

the first cotusercial factor VIII products for use within the Inited Kingdoar, 
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because there was not enough native product prepared by the Elstree 

Fractionation Plant. Three -commercial firms were involved (Baxter Travenol: 

"Hemofil";.•..Immuno.: ."Kryobulin"; and Abbott, now Alpha: "Profilate"): In 

December 1975.I prepared a report to the Newcastle Area Health Authority on.

i .xhè. treatment • of haemophilia (JONES 1975 ) In that°.report I pointed out; that - 

;the factor VIII concentrate (termed AHG or anti-haemophilic •globulin at that 

time) •: produced at Bistree was in 'very short supply and that this position 

would continue until sufficient plasma was -forthcoming from the Regions: and' . 

Elstree'~wan able to process it. - The report also contained the •information 

that the doctors concerned with the treatment of haemophilia in the Northern-• " 

•. 8egion,: had - agreed , that "all surgery, management of . complications, and. control •

of the home therapy programme should be the responsibility of the Newcastle 

Centre". This working arrangement remains the name -in:1990. 

,In 1913 180 patients with haemophilia were known to' the Newcastle Centre, '91 

of them being severely affected. In 1973 it was estimated that the usage of 

factor VIII per severe haemophiliac was 12,500 units,in the year and In 1974 

16,.430 units. This, figure, was in accord with figures from the UK Centre 

Directors, the- -.MRC Working Party and figures for both Scotland and the USAF 

• :these 'figures -ranging from 12,0.00 units per patient per year (UK. Centre 

Directors prior to the institution of home therapy programmes) to.20,000 units. 

per.: patient per : year in the USA. , A programme of home therapy had started •. in 

Net,rcastle in 1973 and by November .1975 -43 patients were on. that programme :at a.' 

mean factor factor VIII usage: of 18,796 units per patient per, year. In the estimates 

L T -for , the . following 'years 1976/77 it was stated - that • there was a waiting list 

for training for home therapy. There was no possibility of running the. home 

therapy: programme on NHS concentrate, and I continued to advise the relevant 
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authorities of the effects of the continuing shortfall. I covered most surgery 

with locally prepared _cryoprecipitate, although I expected to have to use 

increasing amounts of commercial concentrate as more and more of the source 

product (from which cryoprecipitate is made) was needed by Eltree for 

fractionation. 

There was a comment in this report that I was knowledgeable about potentially 

harmful side effects of the use of large amounts of factor VIII concentrate, 

From the inception of the home therapy programme in 1973 all concentrates 

-'.issued to patients have been accompanied by the relevant company data Inserts 

which have always included warnings about hepatitis. The only exception to 

this, was with MRS factor VIII concentrate for which there was not initially 

such an insert, 

The start of 'the home' therapy programme in 1973 and the opening of the Centre' 

in 1974 should be seen in the context of the development of the principle of 

comprehensive care This meant that a programme was 
designed to cater for all, 

the needs of• haemophilic patients and •their families. The subject ° was 
'u •

' °addressed in an article for Community Medicine in 1972 (JONES 1972) entitled 

"Answering tie needs of haemophilic children and their families' 
and in an 

article on "Nursing the Haemophiliac" published, in the Nursing Mirror CJON;S 

1973),,: 

people with 2 eraaphilia a In order to plan ahead far the needs of research

assistant was employed to question all the families and seek their advice. In 

..,October 1973 'the results of the survey were presented to the Second European 

r 

4 

WITN0841007_0003 



LTNN0841007 

Meeting of the World Federation of Heuophilia in Heidelberg (JONES E. LEWI;; 

1974); and published in bore detail 1n I1ae1uo;.hiiia Home Therapy JON ?S 198OFt) 

With the establishment of comprehensive care and the understanding LboL 

sufficient factor VIII would be forLhcoming from abroad for the home thera,,y 

programme, the thrust of work 'n the Haemophilia i:antre at this; time was to 

ensure LhaL families were able to take advantage of the newer management 

techniques. I was aware of the side effects of trans€usion, which were being 

carefully monitored through the Haemophilia Centre Directors organisation, 

with particular reference to the causes of death in the haemophtll.c community 

in the UK. It became_ a feature of the meetings of the Directors that no 

significant rise in death clue to liver disease was reported year afLer year. 

In the mid to late 1970s it- was thought t.hatt the long-Lerrr seque]ae of 

infection with hepitlt is, were lrrcibably not going Lo he severe .in the mcajori_y 

of patients, and ci-rt~r inly wvre mutt:r',.;glterl by the need for quick and effecti e 

treatmen_ With factor 'VIII cr t.cL_ntrLte. Despite this apparently reLax.!,l 

attitude the Directors did follow up reports of morbidity :n patients aid 

continued Lo expiess Lhei dis.liuel at LLe in:porLat~or_ of LJCLUL VIII wliicn 

had been made LrotL' the I>lastra oC ha ;d donors. This dL-. a eL is shown in a 

• series of letters to tae Lancet (DICES 1974, DORNAND? 1974, JONES 1974-1) INCRAN 

1974). 

Thus, in 1974 in the course of follow-tip of batches of contmerc.ial concentrate 

which were implicated _n an umLbrcak of jatrridIc;e In Rciul nc:iuuLh I became 

involved with correspondence with both Dr. Crake and with Dr. holgate, lie 

Principal Medical Officer of the Medicines Division at the DHSS. The 

implications of the use of commercial factor VIII aoncentrat e were spelt out 
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in•a paper produced by Dr; Craske, who at that time was working for the Public 

He~.lth Laboratory at Poole, and the doctors in charge of the Haebophil.ia. 

Centre at Bournemouth, Drs. Pilling and Stern (C S BT AL 1975). In a draft 

~, .• paper circulated to the Directors they stated that "there seems to be a marked. 

increase in the risk of post-tra;asfusion hepatitis when some . batches of 

commercial freeze dried factor VIII concentrates are used. This must be 

balanced against the undoubted advantage of the freeze dried product against 

cr•yopreca-pitate

In a letter to me of 73rd August 1974 (HOLGATE 1974 Dr. Holgate mentioned 

current tests "which to the regret of any licensing authority fail to yield 

clear black and white, positive/negative answers" . He went on to say that 

". ' ."inetead, as might be expected when batches and material are obtained from 

.pools of donors one obtains a range of antigenic• content and has to select

some arbitrary level from which the batch is classified as positive and not to 

be'distributed. We may be working on too high a level at present but all this 

is .still very much in the development stages and therefore we are extremely 

grateful to obtain any feedback information". Dr. Holgate later clearly sets.. 

out the dilemma when he says in his fihal paragraph that the Medicines' 

Division were at that time working with a spectrum of positivity® "one could 

fiery, easily say that one is not going to accept any batch with any sign . of

positivity at all, in which case we would probably get none at all", I 

replied to this letter of lath December (JONEES 1974. This letter concerned 

r both the question of degrees of positivity and a related worry about the 

;•health of staff responsible for giving potentially contaminated factor VIII 

products. Dr 101gate replied on 2nd October (}IOLGATE 19746} sold thereafter 

reports of putative infected batches producing >jaundice in ohr patient 
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population were sent to Dr. John Cranks. In June 19751 sent a circular to my 

•coll'eagues in the North of England on the implications of factor -VIII 

concentrates and hepatitis (JONES 19756) It is salient to later. discussion. 

that- we had . good ̀ knowledge both of hepatitis in the commercial concentrates 

and -in -NHS concentrates in the mid 1970s (INGLIS 1976) and in 1977: see 

(HAYCOCK 1977)-a letter from Dr Maycock to Dr. Murray, who was then. Director 

of ':the Newcastle BTS, about . hepatitis as a result of -contamination of ' one of 

the Elstree batches. 

a result of the difficulties experienced in obtaining sufficient factor 

VIII: concentrate for the treatment of haemophilia, -in particular for the

$mplementation of home therapy,  I helped the Medical Correspondent of the 

. Yorkshire Post -construct a series of articles which won him the Campaigning 

.Journalist of the Year Award for 1975, The first series of articles was 

,published' in -January of that year (KING 1975). Of particular relevance • to 

current discussion are the following observations: 

.1 . The family described on Tuesday, 21st January 1.975 are now all dead (the. 

mother as a result of cancer, the father from a heart attack and the son 

'Andrew from AIDS) Within the article referring: to this family who had

been on home therapy for a year, it is stated "with precious 'and

expensive supplies of factor VIII concentrate nestling -in the family 

fridge- the At]sinsons have managed to put behind them a long and bitter 

nightmare. Andrew is one of the few lucky ones - one of •those 

"rescued" by the gpodwill.of.the Newcastle Regional Health Authority :+Fiji' -' .'i•'+1.'"   

which has made money. available to combat suffering from the shortage of 

the NHS produced factor VIII drug . all, over Britain thousands of 
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haemophiliacs cannot command the same treatment". 

2. 
"That haemophiliacs cannot get the drugs they need - although there are 

ample supplies because it is too expensive to be freely prescribed on 

the National Health Service""

' 

s 

3..,.;:=,"As far as cryoprecipitate is concerned- supply cannot meet demand. 

Thew has never been enough to go round. and little has been done to 

reorganise the service.  factor ilI to a haemo hiliag p patient is 
. 

literally his expectation of life, say; Dr. Rosemary Biggs, Director of

the world's largest isemop ilie Centre at Oxford where mud' of Britain's 

successful pioneering work was done" » The differences between`' °

cryoprecipitate and concentrate are described 'and the question raised 

about why it is said to cost more to produce, factor VIII in Lurope than 

in America where donors have to be paid The tiinietry (Dr David Owen)' 

response is also published 
at 

the end of the first of these articles. 

Y q 4'.  .".fin the 'second article Dr. Rosemary Biggs is quoted as " saying ""those who 

,.treat haemophilia patients ;in the. United Kingdon have of necessity, in', 

the past tolerated the ° chronic under treatment of their patients, and

have put much' time and effort into spreading the inadequate amounts of - 

therapeutic.• -.material thinly • so that deprivation should be least 

. `' damaging._ Essential but non urgent operations have been and are still 

being postponed The financial argument takes no account of the ii 

' misery and anxiety attached to frequent, painful. episodes of 'bleeding 

and inability to hold a normal place in school and society. In the long 

run - it ^ will probably be found cheaper to • pay for these • patients'
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treatment rather than to pay for the inevitable consequences of under 

treatment",. At the time. that this was written there were sufficient 

supplies .of commercially, produced factor VIII concentrate within the 

United Kingdom but most Regions did not have the money to pay for it. 

-Dr. Biggs went on "whatever, solutions there may be for problems of this 

sort in 'geineral, some immediate solution should be found for -the 

ridiculou9 impasse - of, on the one hand, large available stocks- of 

therapeutic materials locked up in stores because no-one will buy them

and, on the other, patients in dire need of this material". Professor 

•Blackburn, who was the Chairman of the Haemophilia Centre Directors, was 

'-; quoted as- saying "those of us in charge of •haemophilic patients -no 

- - longer feel we can tolerate the under•-treatment of these patients. Also 

galling is the fact that major research in the United Kingdom, resulting 

. c in the acquisition of knowledge to treat haemophilic patients properly 

by- modern standards cannot be fully implemented for reasons outside the 

-control of - Haemophilia Centre Directors". . •The article Bets out the 

argument for properly funding the NHS to produce native material and I 

am quoted as saying "the majority of haemophilic patients only become 

physically handicapped because of inadequate treatment over the years. 

With adequate supplies of factor VIII concentrate there can be no excuse 

•for this: The resources must be made available"•- I am also quoted• as 

saying, that .I could no• longer w4it for the situation to improve within 

-the National Health Service• "Faced with the dilemma lie approached the 

Newcastle Regional Health Authority. After telling them that he. felt 

- morally and ethically obliged to provide home treatment with commercial''• 

concentrate for urgent cases, he won their backing". The article points 

out that Elstree and Edinburgh "receive insufficient plasma from the BTS 
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to produce more than a trickle of concentrate, most of which is used 

locally. I am quoted as saying the answer lies in the reorganisation 

T6 " of the British Blood Transfusion Service. Personally I am not prepared F . 

to wait for that reorganisation or for a British product to become 

available in sufficient quantities When I see my patients growing up 

and suffering I am convinced that home therapy is the only answer. The 

sooner 
: 

a patient treats a bleed the sooner it stops and the less 

concentrate it requires". The fact that British research advances have 

w' f not been properly exploited is, says Dr. Jones', ""the same old British 

° story, no 'money ` to develop anything"' , Dr . Biggs went on to say "I think 

it is absolutely scandalous . The material 
should 

be as available for 

.British patients as -anywhere in the world, especially as we were, so 

' -instrumental in advancing the treatment . Df course Other people used

x'>the information, what we do is published and internationally available , 

I i ,the . last article Angus King cospares the position in Britain in January 

1975 to that in other countries "Dr. Kannucci, the Medical Director of the 

A  4 World Federation of Hemophilia is -quoted in this final article as saying it 

im simply' astounding to hear that many British haemophliacs are under-treated 

or, have no access to the most modern► form of therapy (home treatment) . for 
lack 

•<' °B' of availability through the NHS of the commercial freeze dried concentrates 

To ,"illustrate the absurdity of the situation, in my country (Italy) which 

st'arted no earlier than 1968 
a 

modern programme of haemophilia care, basically 

derived from that existing in the United Kingdom, the commercial freeze dried 

concentrates 
aie, 

available free of charge to all haemophiliacs covered by the 

s ocial security system. The concentrates, which can be obtained at the 

chOmi.scs.with a prescription from the "Haematologist, make home treatment very 
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simple and easy for GPs, the patients or relatives". 

Further articles followed this campaign and they are appended. Little changed 

and the original compaign was followed up on 13th June 1978 by Angus King 

(KING 1978) at which time I was Chairman of the UK Home Therapy Working Party. 

j~; c.•. During my time as Chairman I produced with my colleagues in Newcastle a 

Handbook for Home Therapy for use by other Centres (JONES 1978,9) and also a 

report on Haemophilia Home Therapy in the United Kingdom between 1975-76 

(JONES ET AL 1978). In this article I am quoted as saying "the problem is 

that .too little money has been invested in making the NHS self sufficient in 

factor VIII production in spite of assurances to the contrary . . . Even now 

Health Authorities throughout the country are having to rely on imported 

supplies of expensive, commercially produced factor VIII". 

In 1977 with the help of two members of the technical staff in the Department 

of. Haematology (Mr. Oxley and Mr. Cox) we tested all available factor VIII 

products in the laboratory in order to try and establish any reasons for 

!`:.ck}oosing one rather than another. This study was initiated as a result of a 

qtr ; a ~ • :'...,'
 

price rise by Baxter Travenol which resulted in more expensive Heinofil, the 

'- 
commercial concentrate we had been using to date (JONES ET AL 1977). As a 

result of the in vitro work it was decided to do a small in-house study on the 

effects of two other concentrates on patients and they were invited to 

participate (JONES 19786. The object of this study was to ensure that 

patients were receiving the maximum effect in terms of factor VIII rise and 

•half life from their treatment. The work was published in summary as part of 

a -general discussion on side effects in 1980 (JONES ET AL 1980). 
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Scandinavian Journal of Haematology, 24, suppl 31). It is pertinent to later 

published work that I remarked "a clinician should, at  the very least, be 

aware of what he s injecting into his patients in addition to factor VIII and 

at@r„
A.A

< 
h9; 

In,` shay 1977 a second report .,,was prepared to the Newcastle Area Health 

Authority (Teaching) (JONES 1977 It was pointed, out. that progress in the 

y a 
^Vt 

production of a national volunteer donor product had been slow and that the 

su p p1 remained very inadequate,, in evet Region, the F Y y g ,. quantity of Elstree 
1 

t®duct only fulfilling about 20Z of the demand at the time. It was also

pointed out •that ' nationally the estimated requirements for factor VIII had 

remained at a minimum of 40 million units .a year since 1974 

A .-the' time of the report 65 severely affected patients from the Northern 

Region were on or starting 'home therapy, this -being` the total number of 

patients suitable or willing to participate in the programme at the time. The 

_,meain~' number of factor VIII units per patient per. year for home therapy in 

r 197f76'.,in the Northern Region was approximately 19,000 units, compared with 

the ̀  national mean of approximately 25,000 units and international means 

ranging from 35,000 units (USA) to 129,000 tanita (West, Germany). The paper 

n.'.` also ' , suggested that prophylactic therapy would be .°needed in the future to 

replace "on demand" therapy. At the time of the report 5 commercial products 

,' were., available (from Travenol, Cutter, Armour, Immuno and Abbott). Within, the 

t 
t 

report 'the question of changing patients from Hereof ii to Koate was considered 

an 4 statement (which I now know to be naive) appeared (page 4, paragraph 3), 

f. • ,. , "we are reluctant` to expose patients to another plasma pool from a different, 

s3, population of paid donors. Having weathered an outbreak of serum hepatitis 
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" . with Hemofil we do not want to increase the theoretical chance of further 

infection". It is also interesting to appreciate from this paper the 
..r7 .. 

i-~:a• commercial outlook of big companies like Travenol who were involved in 

i` '• - importation of blood products. As a doctor I was having to learn that blood 

products were regarded as simply another market commodity. For example, in 

answer to an attempt to try 'and obtain a reasonable price for factor VIII in 

the "Northern Region, the Travenol response was to express their "willingness 

to meet Health Authority officials to discuss their total service to the Area 

(i. . in terms of products and services in all fields of infusion therapy, 

uio]ogical care and haemodialysis, disposable equipment etc.) with the view to 

• ,agreement of overall contract terms and cost effectiveness and savings. 

;" Heinof~.l could thus be viewed in the context of total expenditure/savings on 

• Travenol products and services". 

In 1979 a further report to the Health Authority •'(JONES 19798) shows that 

prophylaxis was having an effect on the average number of factor VIII units 

ti+ per, patient per year but that the figures were still in keeping with the 

',.' U nited Kingdom statistics. 59% of all the concentrate being used in 1978 was 

imported: It was stated that the VIII usage figures for the treatment of 

haemophilia haemophilia in the United Kingdom were still the lowest in the developed 

countries (about 50% of usage in the Centres in the USA and 20% of the major 

►; Centres in Germany). In view of an argument being put forward at the time, 

principally by people working in the Blood Transfusion Service (cf John Cash), 

.hl.' .:; ttie• comment on page 2 of this report about prophylaxis is interesting "we hope 

that, aK least In,.- the long term, the use of prophylaxis will reduce the 

r. :~ovetall requirement for concentrate". 
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The report concluded there is no hope that in the foreseeable tuture we will 

become less reliant on commercial concentrates. Dr Lane, the new Director of 

the Blood Products Laboratory in Rlstree, last :month reported to the 

Haemophilia Centre Directors of the United Kingdom that, without -a government 

itiveatment of £25 million, it would not be possible to increase capacity' It 

is also salient to note that "we have deliberately revised our policy of 

recommending that Region only buy the most refined (high purity) products, and 

we now bargain for the lowest price, for any product approved by the DHSS from, 

,any manufacturer"e 

The question of usage of factor VIII concentrates in Newcastle is important in 

relation to the incidence of AIDS, because it has • been suggested in some 

quarters that tt&e higher incidence of AIDS originally reported from Newcastle 

was a•.direct consequence of higher use of imported factor VIII concentrates 

within the Region. That this is not so is presented in the appended figures 

Gtr which -show that the rise in factor VIII usage within the Northern Region was 

in. l eeping with  the rest of the United Kingdom between the years of 1969 and 

196o The figures. were presented to the Regional, Medical Officer on 23rd 

ebruary- 1988 as a historical record of the use of factor VIII preparations. in 

1the Northern Region since 1969. The request for clarification came from Dr. 

' • --_-'Donaldson 'as part' of his response 'to the Member of Parliament Jim Cousins on 

$.rd December, , 1987 (JONES 1988). (This letter 4l80 contains iriforsiatiop 

pertinent to the use of heat treated factor VIII 'concentrates, including the 

argument put forward by Dr Bird and his colleagues . and the withdrawal of the 

Araout product (nee page 6 )).. 

Tn"1974 MTP Ltd published- the first edition .c'f my book, Living with 

r 
.~ 
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Haemophilia. The book was written with some trepidation because it was not 

generally accepted at that time that patients should be given full knowledge 

about their disorder and its possible complications. Views about haemophilia 

therapy in 1974 differed widely and home therapy programmes were only just 

getting under way. It was therefore pleasing to find that the general 

reaction.to the book, both in this country and abroad, was very favourable. 

'The book won an American Journal of Nursing's Books of the Year Award, and was 

• :tr'enslated into seven languages and was one of the reasons for the award of 

the .Macfarlane gold medal by the Haemophilia Society in 1981_ Two further 

have nbw been written, the second edition being published in 1984, 

with the third scheduled for publication in May 1990, with simultaneous 

't'ranelations into Danish and Dutch. Publication of the book was followed by 

invitations to speak to people with haemophilia and their families throughout 

the world, and resulted in extensive travel and opportunities to keep in touch 

•with the management of haemophilia in many countries. 

Within the first edition (1974) it is pointed out (page 78) that hepatitis is 

one of the side effects of blood transfusion. The passage gives the generally 

accepted.view at -the time about hepatitis in that "the effect of the virus 

depends on its virulence and on the response of the recipient. Haemophiliacs 

seem to have a high response, probably developed as a result of repeated blood 

-transfusions. Although many have the antibody, few have had severe jaundice 

"` •due to serum hepatitis. In the unlikely' event of jaundice affecting a 

ophiliac it is obviously very important to establish the cause". The 

gquestion of side effects was also addressed briefly on pages 164-166 when the 
mo w

,,.

... 

•., 

_ 

genetic cloning of factor VIII was predicted. In this passage it is stated

.•.. gist "synthetic substitutes cut down the cost of Y preparation and can be 
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tailor-made to reduce the number of aide of€ects, to extend activity and to 

ease administration", It should also be doted in view of the allegation made 

by the plaintiffs chat there has been a lack of communication between the 

patient population and their doctors, that this first edition concluded with 

the sentence "progress cannot be one-sldedr increasing knowledge and 

application require the understanding and mutual respect of both patients and 

th_gir advisers"

In; 1976 progress with home therapy was repotted to the 11th Congress of  the 

rr#~ World Federation of Hemophilia in Kyoto (JONES 1976fl)and in that year I: aide a 

proposal to the World 'Federation that they adopt a standard method of 

folly ng outpatients with haemophilia, This method was subsequently 

published as a small booklet called "°WFR Medical Records and Data Collection" 

-and •- many of the suggestions within it have subsequently been used by 

asmophilis Centres throughout the world. With reference to the current 

action, this record system (page 39) was designed` to' take account of side 

effects, ` including lyiaphadenopathy and enlargement of liver or spleen, the 

comment being made that the items on the checklist for follow-up reflected 

abnormal physical findings already being reported, in the severely affected 

multi-transfused haemophilic population. The, follow-up treatment cards 

meiit.aned in this `booklet (page 47) were in use in the Newcastle Haemophilia 

Centre, from 1976 and still form the basis of follow-tup of blood product usage 

is o*ir' patients (the "green cards") . The primary aim of presenting such a 

uniform^ approach was "to define possible long term risk of intensive multi-

A'a '..,''donor transfusion therapy  ̀and in order to provide a background for debate on 

the rational use of blood product resources, particularly in developing 

countries without fractionation facilities" (JONES 19798.

15
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In 1977 I wrote about current haemophilia management in a paper entitled 

"Development and problems in the management of haemophilia" in Seminars in 

Haematology (JONES 19778. Within this article there was a section on side 

effects of factor VIII blood product transfusion, citing at least three 

separate outbreaks of hepatitis amongst haemophilic recipients since the 

introduction of commercial factor VIII lyophilised concentrates into the 

United Kingdom in 1973. The article pointed out that the incidence of 

hepatitis had declined following the introduction of individual donor testing. 

In it I stated "while we disagree with the suggestion of Craske et al that 

commercial concentrates be reserved for the treatment of lif e-threatening 

bleeds and to cover major surgery . . . it is our practice to restrict young 

children and mildly affected haemophiliacs to cryoprecipitate therapy. The 

article continues "more worrying than these visible outbreaks of infection, 

which were expected because of the large donor pools needed for source 

material, are the possible long term effects of frequent transfusion therapy 

with lyophilised concentrates. Several. viruses may be involved in post- 

transfusion heaptitis, among them cytomegalovirus, and probably other as yet 

runidentified hepatitis viruses. Whether or not repeated exposure to these or 

other agents will result in a rising incidence of chronic liver disease 

•remains to be seen, but the haemophilic population at risk should be regularly 

screened for evidence of sub-clinical abnormality". 

Thus at this stage the general impression was still that exposure to factor 

, =ViII concentrate made from the plasma of paid donors was more likely to 

transmit infection than a volunteer donor supply. One reason for this view 

was that the commercial concentrates were prepared from more donor's than the 
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volunteer concentrates (BIGGS 1976). In a report prepared by Dr, Rosemary 

Biggs on behalf of the NRC in 1976 she had stated "the NHS freesedired 

concentrate is an intermediate potency preparation made from pools of plasma 

derived at present from pools of from 200 750 blood donationstj 

commercial factor VIII concentrate is available from several companies and y ~i k

each .batch is derived from 1000 - 4000 litres of plasma Collected by 

plasmapheresis from paid donors. Since about 400 mis of plasma is derived 

from; each donor each batch coataines plasma from more than 2500 individual 

donors. The (commercial) material is of higher potency than the NHS 

concentrate". 

This report also contains reference to another part of the balance that 

doctors concerned with haemophilia'. treatment have to address when they 

prescribe a concentrate, the question of yield, "A characteristic that must 

be considered is the loss of activity of the various preparations during 

fractionation (table 5). Naturally there is little loss during the 

preparation of plasma, The preparation of cryoprecipitate and NHS concentrate 

involves some loss of factor VIII but the loss from the NHS freeze dried 

concentrate is less variable than that from 'the preparation of 

cryoprecipitate. The preparation of the commercial concentrate :involves more 

loss of activity than does that of the NBS freeze dried concentrate. Were the 

NHS freeze dried concentrate converted to "high potency'" preparation similar 

to that made by commercial companies, about twice as much plasma would be 

required to produce a given quantity of factor VIlL". 

Because of this, and because there was no evidence of substantial benefit from 

the use of higher purity concentrates, the Haemophilia Centre Directors agreed 
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unanimously that they would opt for the use of intermediate purity 

concentrates for the treatment of the majority of patients through the 1970s 

and into the 1980s. The intermediate purity concentrates like that produced 

by the NHS were cheaper than the higher purity concentrates, but the main 

argument for their use was not a financial one but rather that they were 
I . • r. 

equally efficacious in stopping bleeding. 

Dr. Biggs' review also contained reference to the occurrence of hepatitis. 

She said "it was found that only 1.95% of patients who received plasma from 

_ r 

cryoprecipitate developed jaundice. These patients were exposed to the least 

number of donations. 3.22% of the Oxford patients developed jaundice anc 

these patients had been exposed to most NHS concentrate and thus to most 

donations. The difference between 1.95% and 3.22% is not significant and it 

• seems that the NHS concentrate made from unpaid donors is no more likely to 

cause jaundice than cryoprecipitate", This observation does not appear to 

have taken account of the number of times a patient is exposed, i.e. it has 

been shown to be a misconception that commercial concentrates are more likely 

• to transmit hepatitis than volunteer donor concentraes, or even single donor 

products, when the recipients have already been exposed on multiple occasions. 

Dr. Biggs alluded to this on page 13 of her draft by saying "patients 

undoubtedly differ in their susceptibility to viral hepatitis. Many 

haemophilic patients have positive blood tests for hepatitis B antibody, such 

patients are presumably resistant to infection with hepatitis B virus and may 

be:'resistant to other similar viruses. Patients who have received few

;'. previous infusions are more likely to be more susceptible to infection when 

they receive infected material since they have had little opportunity to 

acquire immunity". 
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"In .1972 commercial human factor VIII was used for the first time in the 

United Kingdom. This material is made from very large pools of plasma 

collected from paid donors, some of whom live in poor districts of the United 

',Stapes cities. and the similar situations of other countries. It has been 

shown that such 'commercial. bioocL is 10 times tore likely to transmit hepatitis 

khan 
, 
'blood collected from unpaid donations by national transfusion services• 

Since; the introduction of commercial factor VIII its use has increased until

19771, when l3X of all material used to treat haemophilia A patients was 

commercial"

The article refers to Ora "Craske ea work on the infective batches of commercial 

concentrate which he reported in 1975 (CRASKE ET AL 1975), In the figures 

collected during the six year period reported in this paper, it was found that 

the "majority of patients who had had jaundice were severely affected. This 

is :rather surpriE~l ng since one would expect the mildly affected patients to be 

most susceptible since they are less likely to have many antibodies. On the 

other hand the severely affected patients are most often exposed to infection, 

= Of .-the 5 patients who died of hepatitis in the six F►ear period, 4 had received 
tQ 

s•. no material other than cryoprecipitate" (my underlining). 

.. M

IZr,» Diggs' article concluded with a comment about the continuing shortfall in 

' 1# material "we have the scientific and technical ' knowledge to make all of 

the factor VIII that is needed within the United Kingdom using blood that is 

collected ip tbo United Kingdom. The sooner this objective of self-reliance 

YS ached the less costly will the "trhatment for haemophilia A patients 

become. There are reasons other than cost which should encourage every effort 
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to have the supply e I NIT E' , f.;t from United Kit g )i . ,.. 

thing our haemophilic patients should not be dependent. upon the co erci__ 

e l 1. lt; t. . t is t L tlrte ot'Or CI t' 'e: S c :Is:.t C. ,:: ;srtLties. ri addition, hi o,t 

ii oat r:ti eG  puor civ.s.: €,'o hj* a arch grceter c uce s irileer far

than doac:: the blood oS our wr I1;. (a £ s: rtk'i lc ante ho ti secirehie for 

a £'s:ia jor source of supply .< f  -3 .c :>r V i ll 1.0 fran 1 ore gn Q:fi@ ,t;~`#ate„a t•>':.i:l:3t: 

policy way be affected by puliLica,. aErr Other ckca.ioa:,s o nide the United 

in 1976 the Newcastle Haemophilia Centre Team presented details of its weak 

with comprehensive Care to the ThIrd European kebional Congress of the Land 

Federaitan of Hey€<"<oTlt`:iia IT AL 1976), It was #`. 

this conference that the then health Minister, David Owen, trade a pub7 i._ 

statement about seif-suf f a; .fancy and ii te.mt phiiia and expected chat the U f 

n ~;;sial.€i .~ sel. -s~tfficaent tax mid ?7 a:3i~T..,I 197$,=. 

Irs his opening ren£rtrks to the Congress the Chairman of the [:€cittuophti"Ern 

Society, the Rer' c l.ari T ►1s€o.r, reported a letter he had received from 

Professor fl ferlartru. He loud written "I go to the Haemophilia Centre rat 

Omford about twice a week to do a x.:ttle laboretary work and. alto to bear oil 

the news about current research dad Qi tiut: my old patients. .. ca£'€. .se 

inverted commas for. .pat enn°tt-f" 
now in natty case's because modern chet iis have 

really removed. them from the patient. class. They era new aacti,vo weathers of 

toclety In general, What a change from the old days!". When he opened the 

conference Professor Macfarlane referred to its title "L ving with 

hr.o€nophilie" e and nenarked "our patfett dId rmt Live with haen€eph:"'lia - at. 

hest they existed on the b.rin:. of Roaster and very many of them did not, of 

;0 
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course, survive their childhood. Even in 1943, the expectation of life for a 

haemophiliac was computed - I think by an insurance company at about 16 

yeari. Today it donnot be very far short of the normal span. When we hear at 

this congress about the special arrangements and precautions that a 

,haemophilic patient still needs, ,we should compare the quality of life that is 

now "possible for him with the really dreadful disability of the crippling 

deformities that were inevitable only about 20 years ago 

ltadfarlane"s remarks about the dangers of living with haemophilia were 

reflected ' in an article in 'the Journal of the Amdr.ican Medical Association 

from. 1970 CLEVIS 1970) on causes of death in haemophilia. 

'The dramatic medical improvements since then have ,sprung from the slow but 

quite' 'logical growth of knowlege . . . there is s long way to go on the 

medical side we still hope for a preparation of clotting factors, which like 

Insulin and diabetes, wo~3ld be sufficiently active and sufficiently plentiful 

to keep every haemophilic patient always haemostatically normal". 

Professor Ingram of St . Thomas Hospital then gave . a , paper on the history of 

haemophilia and again quoted Professor 1acfarlane, who in 1965 had written a 

paper on the haeaostatic preparation Russell's viper venom the main value of 

ahistorical story is that one sees how the growth of knowledge is hampered by 

prejudice or the failure to recognise one's own ignorance as well as by the 

misuse of words and the mixing up of facts and theories.. Having seen that, 

oe:resolves to do. better in the future". 

During ., the question session on the Newcastle presentations st~meone from 

~ b 
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Cambridge asked "Dr. Jones. I was delighted to see the number of people you 

have on home treatment. One of the things that concerns me is the very high 

incidence of jaundice you seem to have picked up; can you account for this 

please?". My reply was "The questioner has just pointed out that an outbreak 

of hepatitis has -been seen in the United Kingdom following the introduction of 

commercial factor VIII concentrates on which some Centres are unfortunately 

almost totally reliant . . in Newcastle we saw 22 cases of hepatitis, a 

small proportion of which became Australia antigen positive. I think this 

can be explained for two reasons. First, these products were coming into 

virgin soil. Ttke blood of a different population was being used for the first 

time in the United Kingdom to treat haemophilic patients. The second reason 

tias that at the time that the first batches of these products were introduced 

into the country the sensitivity of the testing methods for the hepatitis 

associated surface antigen were not as sophisticated as they are now. We have 

not'seen an episode of hepatitis in the past 9 months to one year except for 

one case which appeared last week. In this case, because of the relative 

incubation period, I think it more likely to be linked to cryoprecipitate than 

to our use of commercial concentrates. Hopefully the incidence of hepatitis 

will fall but is is worth remembering that some people would say that it is 

better to get a mild case of hepatitis and become immune for the future". 

Later 'in the conference I gave a paper on the future of home therapy (JONES 

. 1.9768. This paper contains the arguments for using concentrate rather than 

, :.. cryoprecipitate (p 186) and the arguments for either controlling demand or 

adjusting supply (p 190-191). 

• In July 1979 I was invited to write an anonymous• editorial for 'the Lancet 
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(ANOn 1979) to which I wtote "Further work is needed tr; ettw a.z.a'>: the ice` 

dose of factor VIII which is ac eprahh to the hae opht.. ].zaac and to tit .,

docror in terms of both et`fteecy and safety. The safety asp x,aCr is i€eportaot ; 

al though no that the hr S.€ W :r r e 7 -weg.ieo workers e:tawsa sss r ti se>i u 

side effects, the true risks of long tern, Intensive, nt _Lti e r xr'ar,ofus'tor, 

therapy remain unknown, AL sub al ,.apravem nt in the quality of life 

provided in the past decade by improved managetneat of t, ar:nophil'ia, including 

horse thera.py, may be gsct< <.:?c at tt:e e'rp ssa of ahortos s wivel, C earriy, the 

continual 0it0r1n5 of home therary proZranE oo must continuCC. 

In 1939 1 chaired a symposium on hepar .tis held during the 13th Congress of 

the er a.d Fodc rati_: m of lit; to h€ilia in Tel t iv, (JONES 1981) . Fa:, this I had 

invited Professor Ar; Zuckerman to define the agents responsible for 

hepatitis, Professor seef.f to orat,~ine the evide-nce fot their trrs smission by 

blood product: and irofe rrnr `Srd tya,Ct111 to outline their al toots ZnaII.y, 

Professor tichiopt, who directs the ...:G. :>> i :;. a.:e. i 3'i in Udoi.delbe';g, woe asked 

to add big roger her the total it  t`,.om .i 
Nor biopsies; to the haemo hiliro 

ds;
;a~IpEt .ati.€33':.: In 3Ca~,v` t~i1r`i:'.a"br'.~^.Xv of this a•~'tnpoiat~ I aa~'A:t < is evident tlC£Ji. , 

al.ihoagh the -sra.feg€.Earl€; d. s!3t;osed ci cc LK  ouLbretaku of epatit; is 3 sit year:: 

go wore welcomed rho danger's of viral disease iaaansois..=cnn i. hOrent is. 

intensive transfusion are far tree over, and that these dangers are compounded 

by the use of large plasma pools from commercial sources, This is wsl.w 

recognised both by industry, which must continually upgrade its methods Of 

donor collection and turveilla ncv and by the volunteer ."￼<od donor, ton 

t t°garaisat,i.otas, it Is perhaps loss well 'tat.ogni.sed 'by those responsible for 

the finance, Organisation and development of those voluntary arganisattonO , 

although still I.I. defined in terms of long term effects, the risks mean 
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that all multi-transfused haemophiliacs must be followed closely, their 

general health as well as the control of their underlying disorder being 

monitored at regular intervals .

"It is intersting to note that neither the serological nor the abnormal biopsy 

findings reported in haemophilia seem to match the incidence of clinically 

apparent disease and there has been no increase in the death rate from liver 

failure, even in those patients who have received numerous transfusions of 

commercial, large pool blood product for over a decade. So, whilst the 

answers to many questions will only become clear with time, perhaps the most 

important message to emerge from this survey is that although risks remain 

• they are probably of less consequence than might be suggested by the 

literature, and are certainly outweighed by the need to treat haemophilic 

bleeding in the only way we know - by the rapid replacement of the relevant 

clotting factor". 

In their papers it is interesting that none of the authors mentions heat 

treatment or other potential methods of viral inactivation. Professor Seeff 

said "at present the only means of controlling the development of post 

transfusion hepatitis is to continue to screen all donors for HBsAg by 

sensitive tests; to limit the use of blood transfusion to only essential 

needs; and to reduce, preferably to eliminate, dependency upon commercial 

blood. For the future, research is needed to develop serologic tests for 

identifying NAB hepatitis, to develop specific immunoglobulin products and

4f finally to develop specific vaccines which could be given to selected high 

risk groups, such as patients with haemophilia". 
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""The high risk of hepatitis in haemophiliacs may relate to: 

1. The need for plasm, derivatives whose potential for infectiveness is not 

reduced by their method of production and 

2. The need for, transfusion with blood. products from, many thousands of 

donors, either in the form of individual units, or as contributors to 

large pools from which the plasma products are derived. Counter 

balancing this is the fact of high susceptibility since it is now clear 

that both type B and non A non B hepatitis confer homologous although 

not heterologous immunity'" 

Professor Seeff concluded that it is probable that by the fourth decade of 

life, almost all persons with haemophilia A and B will have been exposed to 

type B and non A non B viruses. On the credit side, once the acute infection 

has occurred, natural immunity develops. On the debit side is the evidence 10 

50% of persons who acquire type B or non A non B hepatitis will progress to 

chronic hepatitis, although the majority of such cases probably follow a 

benign course. The modern methods for protection against these viral diseases 

are limited, Ultimately, they greatest impact will 'tame from the routine 

administration of the hepatitis B vaccine which is presently being evaluated 

• and perhaps in the future from a vaccine against the virus or viruses of non A 

non B hepatitis". 

.;: . . In .his paper Professor Schimpf reported .on the results of biopsies and 

concluded that they 48 proved proved a remarkably high incidence of chronic hepatitis 

in haemophiliacs who are on substitution therapy,. 322 of our n6n-selected 
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biopsy patients suffer from chronic persistent hepatitis, 28% from chronic 

active hepatitis and 3% from cirrhosis of the liver". 

Thus, by the end of the decade we were in no doubt that haemophiliacs exposed 

to multi donor concentrates were inevitably infected with non A non B 

hepatitis, and that a substantial proportion of them could go on to develop 

chronic liver disease, although this was still not being reflected in the 

Okford Returns in terms of mortality. In 1982/83 hepatitis B vaccination with 

the product derived from human plasma (Rep B Vax) became available and 

vaccination was started in Newcastle. 

The early 1960s involved me in studies on improving prospects for employment 

of adult haemophiliacs and on further development of comprehensive care (STUART L1' 

1980). I was Also invited to participate in the .American Blood Resources 

Association Forum III which was held in Washington between 25th-27th February 

1980. Prior to this meeting I had some knowledge of the workings of the 

American commercial companies because in 1975/6 1 had been invited to consider 

applying for the post of Medical Director of Baxter Travenol who at that time 

had their headquarters at Costa Mesa to the south of Los Angeles. As part of 

the negotiations on whether to accept this post I visited their head office 

and their fractionation plant at Glendale in Los Angeles in 1976. 

Subsequently Travenol suggested that if I did not wish to take the worldwide 

post based in California I might be interested in becoming the European 

Medical Director working from Brussels. Thus it was that in 1977 the then 

Newcastle Area Health Authority (Teaching) gave me paid leave of absence once 

a week over a three month period to go to Brussels to assess the job. During 

this period I produced the publication "Haemophilia.Management - A Physician's 
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Guide to the Treatment of Haensophilia" which was published in 1979 by Transart 

Limited of Huntingdon, Carobs the company for which I did subsequent work on 

the development of medical texts, particularly one involving Nestle who were 

interested in developing services for rural health workers in Malaysia. The 

Haemophilia Management Book contains information on descaopressin (DDAVP), a 

fact which may be of relevance to the current action. 

I. eventually decided not to take the Travenol job because, despite assurances 

to the contrary by the company, it would have meant losing my clinical roots 
Dip • 

in Newcastle and the continuing relationship with haemophiliacs and their 

°+ families, However, it did give me further insight into the way in which 

`companies involved in biological therapeutic materials regard their products 

as commodities obeying the same rules of supply and demand as with any 

commodity in the commercial sector (see also JOSEPHSON 1981). In this context 

I had become aware of the role of plasma brokers, one of whom was Thomas 

1,.. •-Hecht, who worked c5ut of Montreal where I suspected a connection with the Head 

Office of the World Federation of Hemophilia which at that time was being run 
by Prank Schnabel, a haemophiliac who died of AIDS in 1987. The companies, 

with the possible exception of Armour, do not have "accredited herds® of 

donors but receive their plasma from p.lasmapheresis organisations usually 

within .the United - States of America. However, when supply becomes limited for 

whatever reason (for instance there has been a failure in manufacture of a 

particular batch with subsequent loss of plasma, or there has been a surge in 

:• ',, demand) the source material for the commercial. concentrates is available 

usually in the form of "cryoprecipitate paste" on the international market

The, procurement and sale of cryo paste was, and to my knowledge still is, 

• under the control of , brokers• like Hecht Details of the trade have' been given 
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in Piet Hagen's book (Blood: Gift or Merchandise, published by Alan Liss in 

1982), for which I supplied some of the information. 

I had further knowledge of the commercial blood industry when in 1980 I was 

employed as a consultant by the Revlon Health Care Group to give them an 

objective assessment of their plasma procuring centres.which both then and now 

are run by an organisation called Plasma Alliance Inc., chiefly in the central 

United States with headquarters at Knoxville, Tennessee. The report to that 

company was confidential and I have no copy, but my general conclusion was 

that the Centres were extremely well run. The standard was certainly not in 

accord with the more usual public image of skid row donations in the densely 

populated conurbations of east and west seaboards of the. United States. 

I knew that both Cutter and Travenol obtained plasma in Mexico and I was told 

by the Chairman of the Medicines Commission in June 1981 that the source of 

Cutter's plasma in Mexico was known to the Commission. This knowledge was 

given to me in the course of a general meeting of the Commission when they 

were considering a licence application on behalf of Speywood Laboratories Ltd. 

(David Williams) who wished to import an American factor VIII called Humanate 

• sold to them at an advantageous price by Cutter. To my memory their licence 

was not granted because they could not prove to the satisfaction of the 

commission that they were able to trace the material back to individual 

donors. If this was the case then the Commission must have had very detailed 

knowledge of plasma procurement in Mexico and presumably other developing 

countries in order to be assured of individual donor tracing should the need 

arise. 
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the observation that the United Kingdom is a disgrace to be included in that 

4th world of AHF, treatment and I believe that it is an indictment of what 

4 happens` in a socialised system"') both Dr. J. F. Allain, who was apeaking 

before me on the position in, France, and I changed the text of our papers 
in 

order to reply to Drees comments (JONES 1980,0. In this reply (pp 60-61) 

another thread of the arguments for 
and against the use of factor VIII 

concentrates is evident. There had been great debate through the latter part 

of the 1970s as to 'why the factor VIII consumption in the Bonn Haemophilia 

Centre was so high and this paper makes reference. to a challenge by myself, 

Professor Ingram of St. Thomas' Hospital, and others, to Bonn to explain the 

reasons for the high dosage they prescribed for their patients and the results 

of this treatment in a paper in an internationally accepted medical journal„ 

To this date the doctors involved in Bonn have 'not responded to that 

challenge, but it 
has been proven in law that the Centre was involved in 

corrupt practice during this time (JONES 198O ROLD:179- we are trying to 
obtain a copy of this paper). 

`What' was happening in West Germany was that the commercial companies were 

selling concentrates to those responsible for their prescription. They were 

then re®selling the concentrates to the patients via the 

hospital/university/insurance companies with an exorbitant mark-up in price,

part: or all of which is assumed to have gone for their private use. There

was thus intense pressure to prescribe as much of the cgncentrate as possible 
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because the profits accrued from the mark-up involved were so much greater. 

This practice has relevance to remarks I made later about the expected 

incidence of HIV infection and AIDS in the West German population (Statement 

of Claim p 86 para 63(a)). 

So disturbed was I by the revelations of Tom Drees and his colleagues at the 

meeting that I decided to open the question of the supply and demand for 

factor VIII to general debate within the medical literature, and on 21st June 

1980 a letter on the subject was published by the 'British Medical Journal 

(JONES 19800, This letter again made clear my personal commitment to the 

voluntary blood service and to self-sufficiency within the United Kingdom. 

Unfortunately the letter was muted somewhat by the concurrent publication by 

Dr. Tony Aronstam at Treloar College who suggested that we (ARONSTA)1 1980) 

should explore the possibility of commercially successful private industries 

fractionating the material for the National Health Service. In view of the 

recent addendum to the Statement of Claim (83(m)B 92(f)B 94(k)A 95(h)A this 

observation is interesting because Dr. Aronstam has told me that he was 

originally employed by the plaintiffs in order to provide the historical 

background- for their action. 

During the Plasma Forum meeting transfusion associated hepatitis was addressed 

(OVERBY 1980) but despite the fact that this meeting was attended by 

representatives of all the American blood product producers (both commercial 

and volunteer) no reference was made to heat or other methods of viral 

inactivation, the whole emphasis being placed on better methods for screening 

out infected donors. 
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In 1981 I was invited to write the leader, "Post Transfusion Hepatitis" in the 

British Medical Journal (ANON 1981) referred to as Appendix I, 97(at) p128 in 

the Statement of Claim under anonymous authorship. In this article I said 

that attention had been focussed on 3 practices. 

plasma from paid as opposed to volunteer donors; 

the risks of collecting 

the optimum size of the 

plasma pool and attempts at removing the several viruses of hepatitis from 

blood products. 

~•'y I pointed out that although the risks of viral contamination "are certainly 

increased if plasma is obtained by plasmapheresis of paid donors . . the 

sensitivity of testing for hepatitis B has been improved so that incidence in 

patients given multiple transfusions is about the same from either paid or 

volunteer sources .H and I quoted the papers already referred to at the 

Isza,eli conference in 1980 (REPS to Seeff & Co; see JONES 1981). T also 

referred to the US Veterans Administration studies which had shown that post 

transfusion hepatitis rates dropped from 25.7% to 8.1% when volunteer as 

opposed to commercial blood was used, i.e. with "commercial blood excluded the 

incidence of hepatitis is lowered by 75". However, this statement carried 

the. rider that the figures referred to non haemophilic (i.e. not multi-

transfused) patients in the United States. 

With regard to the size of donor pool I referred to a study (LEVINE ET AL 

1977) .which suggested that there was no correlation between biochemical 

abnormality and the use of concentrate or cryoprecipitate, and pointed out 

that in the study reported by Stirling and his colleagues (STIRLING ET AL 

1981) the results had not been sufficiently clear-cut for the authors to 

recommend the limitation in prescription of blood products for home treatment. 

This was also discussed in (LEVINE ET AL 1976). 
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The question of small pool concentrates was also addressed by Dr. Biggs in 

1978 (BIGGS 1978) and of liver function abnormalities with cryoprecipitate by 

Counts in 1977 (COUNTS 1977). 

In the last paragraph of this Leader I referred to the question of heat 

treatment, this reference being the one quoted in the Statement of Claim. I 

said ". . . is it likely that the recipients of multiple transfusions can be 

immunised, or that the threat of hepatitis can be removed from donated blood 

entirely? Immunisation against hepatitis B is certainly a possibility, but, 

in the absence of specific markers for non A non B hepatitis overall 

protection against hepatitis appears remote. A more likely possibility is 

that hepatitis free blood products will become available, 3 recent reports 

suggesting that viral contamination may be removed by specific processing by 

chemicals, ultra violet light or heating. If this or similar studies prove 

• 
that hepatitis free products are commercially practicable a major and very 

welcome advance will have been made - but one that will also present yet 

another, and probably expensive, challenge to the under-funded and fragmented 

service in Britain". 

The references to heat treating came from a paper presented by Schwinn and his 

colleagues at the First International Haemophilia Conference which took place 

in Bonn in 1980. A short version of this paper, of which only the abstract 

was ,quoted in my Leader, subsequently appeared in Suppl I, vol 10 of 

Haemostasis (1981) and is appended (SCHWINN ET AL 1980) (HEIMBURGER ET AL 1981). 

Thus in July 1981, at about the time that AIDS was being recognised for the - 
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first time in the United States, the question of beat treating concentrates in 

order to remove viral contamination was in its infancy. To my knowledge the. 

only 

company working along these lines and producing sufficient factor VIII 

concentrate for clinical use was Behringwerke in West Germany, but the 

production of this product was so small that none was made available for use 

within the United Kingdom. 

The question of heat treatment has been addressed in 1r. bizza's statement in 

answer to the questionnaire (pars 92 (as) ) in which he says °'from the late 

1970s onwards it was known that the producers of factor VIII were 

investigating different procedures to try to reduce the risk of transmission 

ofhepatitis by large pool factor concentrates. One of the methods under 

i'nvestiation was bait treatment of factor VIII. From 1981 and 1982 protocols 

were developed by•different companies to study the safety and efficacy of 

these products in trials in different countries, These trials were aimed at 

long at the safety of heat treated concentrates vis-a-vis transmission of 

hepatitis. These 
studies on efficacy and safety continued as the heat treated 

products became more widely available during 1984 and 1985 .

The question is further considered in his answer to pars 92(ac) in vitro 

evidence of , the efficacy of heat treatment 'in destroying HIV in factor 

concentrates did not become available 
until autumn 1984. These were in vitro 

tests and there is no evidence of studies carried out in human beings or 

anim.al.s"" and in 92(m) when in answer to the question why did you not use heat 

t3teated factor VIII or LX from 1980 because of the risk of hepatitis?"" Dr. 

Rizza answers ""because in the first place the material was in very short 

supply and secondly the evidence for efficacy of heat treatment *as slow in 

33 

WITNO841007_0033 



0  WITNO841007 

accumulating as the studies had to be carried out in previously untransfused 

patients who were very few in number". 

The question of the doubts about the efficacy of heat treatment is addressed 

later in this personal account in the context of first reports of sero- 

conversions using one of the commercial dry heated products in 1986. 

In 1982 I was asked to write another Leader for the'BMJ. At this time their 

policy had changed and the leading article termed "Blood donors with a history 

' M  of, •jaundice" is signed (JONES 19821). 

,It was published on 25th September 1982 and concerned the sensitivity of 

y, 
testing for hepatitis B and the use of large pool concentrates and the problem 

of non A non B viral contaminai_ion. I pointed out that the diagnosis of non A 

non B was important because the infection "may progress to chronic liver 

disease". Using Australian experience I quoted the suggestion that surrogate 

testing of donors using liver function tests may reduce the incidence of 

hepatitis and said "the present risk of developing disordered liver functio❑ 

after transfusion of volunteer HBsAg negative blood is about 10% and the risks 

rise with the number of donations transfused". 

•At :about this time, of course, we were becoming aware of a new disease called 

AIDS in the United States which had first been described in 1981. In the 

summer of 1982 the first haemophilia cases of immunodeficiency were described 

but the immediate description escaped my attention because, like most of my 

colleagues, I do not subscribe to the American Morbidity and Mortality Weekly 

Report (MMWR). However, that concerning haemophilia was brought to our 

34 

WITNO841007_0034 



WITI 
:................................................ ................................................. ................................................. 
................................................. 

at London by PrLiEO.4°saOr ti on 
s'si u Mieutrng of the $17C1j71111is€ : 3lW ... 

{vire.:tors ' tt pebr. 82. hen D . John Craske was to IC4k .,t. rhO .€€ s ,,t.mn 

of Sr:i.ti'sdl I unorhtIi. 1t. being invol wed 
. 

in September 82 t at tended a w .f _ _ e in : o_:sda€n, uh.rra _ w :s _nvit;ed € o 

give a paper on side c ffacrn of transfusion therapy (JON. (JONgS I982f iy 

..a v tatic r:. was from Professor Teodes sadly he died before pub) ishing the 

proceedings. No refer  to Al }:k van made in rhis paper, a B though at; the and 

the question of fam e gical deficit is eddreeacd very boldly,  Ironically, 

the small sect Lee on patients being (tightened  by reports of blood do4at:€.e n by 

drug addicts was added to the original tax: before presentation (page 7), 

It wan a further €i?a haw?f..re the first `aae' ba3Yi. - wI.th AID8 was described ;; 

the United Afngdea, and in r.htu interval there was much doh to Tbout whother cc 

may be Seeing the same disease p-rocenc in our parl,cnta an 
ux.`. ,. being IS ii43T' .1, . ., 

ine:r"uae.ngiy in the male a01:avenous idrug, s:S,€ —,, , Cups  in 

United Stares, tt  that € ..me those snrvey•anp, the dH s"€ :.°' :.Y i Starer 

were still questioning w tether or nor an WACCi.4.+us agent. Was the primary 

cause of the disorder. Au rho euldonee in ol.v.ing heetnophilia grew and s 

particular with the ea which could onLy be Linked by blond 3 

transfusion, t.ho ow h ntxe for an infectlout agent inc rented. The .linking at 

this 
time it Set 

out 

in 

my Letters It . O the Hail on t.'undayy and the Press 

ounncil, 

which 

package has 
beau forwarded 

already. 

In January 

1983 

(JOLISS 

€1 

830 

d 

yr 

c no] 

:eaguen 

.:.o 

the 

Laoracer 

a .. 

try 

that we had 

found alterations in rr

Y  

in 

bkaemophii.ic patients 

tkicie 

might 

be aasoc 

.heed with AIDS. 

WITNO841007_0035 



WITNO841007 

Later that month (Lancet 29 January) an AIDS-like syndrome was reported in two 

haemophiliacs in Pittsburgh (RAGNI 1983). In their discussion the authors 

suggested "the presence of this AIDS-like syndrom in haemophiliacs suggests 

the possibility of transmission by an infectious agent through blood 

products". 

In March 1983 (ANON 19831 I was asked to write an unsigned leading article for 

the Lancet which appeared under the heading "Acquired immunodeficiency 

syndrome in haemophilia" in the 2nd April issue. This article referred back 

to a Leader (not written by me) of 22nd January 1983 (ANON 19839) This Leader 

had included the words "finally the syndrome may well be transmissible: women 

may acquire AIDS from their male partners; and the disease has developed in 

haemophiliacs after factor VIII administration, in a child after blood 

transfusion, and in 4 infants whose mothers either had or were at risk of 

AIDS", The earlier article also reviewed some of the putative causes for the 

new syndrome saying ". . . several risk factors seem to be important. Amongst 

the homosexual population promiscuity was a common but not constant finding. 

.•Similarly, abuse of sexual stimulants such as amyl nitrate was associated with 

an increased risk in some but not all studies. This was of interest in view 

of the potential muta-genicity of these substances and their possible effects 

on T lymphocytes . . . several herpes simplex virus infections have been 

described in AIDS and virologists have commented also on the widespread sero-

positivity for Epstein Barr virus and cytomegalovirus". 

• ". Can these confusing clues be assembled into a single hypothesis?

If the syndrome does prove to be transmissible, this will strengthen suspicion 
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that the immune depression is due to an infective agent, Such en agent may be 

entirely novel or, more likely, a wolf currently in sheep's clothing, 

In view of the roles of CMV, ESV and "human T leukaemia lymphoma virus" in 

human cancer, a search for a retrovirus or similar agent in AIDS might be 

rewarding". 

"Meanwhile, clinicians dealing with these patients particularly patients 

with'•a 'lymphocyte wasting syndrome' - face many difficulties. How often and 

how 'aggressively should they be investigated? Is cotrisaoxazole prophylaxis 

worthwhile? Can they be blood donors? Need they be nursed in isolation? 

What ;,advice should be given about sexual intercourse? Satisfactory answers

await the unravelling of this mystery; at present the most compelling question 

is why now?" 

In my article of 2nd April I quoted advice from the Centers for Disease 

Control that "sexual contact with known AIDS patients should be avoided; that 

homosexual males should limit the number of their partners; and that steps 

should be taken to exclude high risk subjects from blood or plasmapheresis 

panels - a precaution already adopted by some of the commercial organisations 

collecting and processing blood products". I cited the March issue of Annals 

of Internal Medicine in which cases of AIDS in haemophilia were described and 

remarked on an editorial in that journal suggesting that "T cell population 

abnormalities commonly seen in haemophilia may be the submerged part of an 

iceberg of which AIDS is the clinically obvious "tip"" In this editorial the 5• 

authors recognised that "AIDS has developed in• only a few out of many 

•haemophiliacs receiving large pool factor VIII concentrates, and they have 

pr'e®disposing factors", citing in particular repeated attacks frogs hepatitis 
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Discussion about possible aetiology of AIDS in haaenophilia continued in 1983 

and was referred to in articles in the Annals of Internal Medicine (ELLIOTT ET 

AL 1983. POOH ET AL 1983, DAVIS ET AL 1983). They were referred to in an 

editorial in Annals written by White and Lesesne (WHITE ET AL 1983), in which 

liver; disease as a possible aetiological factor was discussed« 

In June 1983 the question of AIDS and haemophilia was discussed at a special 

session of the World Federation of Hemophilia Meeting in Stockholm, at which 

the Americans presented the data on their cases, From memory, the conclusions 

of this workshop were that: 

l Whatever was happening in the haemophilia population did not preclude 

continuing replacement therapy for the treatment of haemophilia. 

2. ..Thal patients should be followed up rigorously with particular attention 

to any immunological defects, the recommendation at that time being that 

the T4/TS ratio be monitored as the primary indication that something 

was amiss and that 

3. Thought should be given to treating children and mildly affected 

haemophiliacs' who require blood product with single volunteer donor 

products rather than concentrates. In the case of haemophilia A 

patients not requiring blood q re8 product treatment but requiring haemostatic 
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Centers for Disease Control in Atlanta, I said "for epidemiological purposes 

this definition is wide; it does not suggest a single aetiological agent, 

merely a similar response, or lack of it, to injury. It is important to 

recognise this in view of the difficulty in classifying the different 

disorders concerned and the current reaction of the media to announcements of 

"new" cases. Until diagnostic markers for the disorder are found terms like 

"confirmed AIDS" are unhelpful in defining what may well be a multi-factorial 

disorder". 

At the time that this article was written 1% of patients notified to the 

Centers for diseae Control as fulfilling the disease criteria were 

haemophiliacs and a further 1% recipients of blood products. Of the estimated 

20,000 people with haemophilia A in the United States 17 cases of AIDS had 

been reported, two of whom had other risk factors for the syndrome. In 

Britain with 4592 people with haemophilia A, known to the Haemophilia Centre 

Directors, two cases of AIDS had been reported. I said "thus the reported 

incidence of AIDS in the two countries is about 0.8 per thousand 

haemophiliacs. If all disorders of cellular immunity, thrombocytopenia and 

lymphopenia are classed as cases of AIDS, this figure may  an under-estimate 

but it does help to put the risks into perspective". 

• With regard to liver disease I pointed out that "despite increased sensitivity 

of testing for hepatitis B virus and the screening of donors this virus 

remains •a hazard of blood transfusion, especially in the large pool 

concentrates prepared for haemophilia treatment. Most post-transfusion 

hepatitis is now, however, associated with non-A non-B agents, presumably 

viral. As with the B virus, non-A non-B hepatitis has been more prevalent in 
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.blood from paid rather than volunteer donors". 

"So, in Britain where imported commercial encentrates accounted for 60% of the 

haemophilia treatment? Part of the answer is given by Fletcher and her 

colleagues°(reported in the same issue of the BNJ)„ In a study of.30 patients 

given a transfusion of factor. VIII concentrate 4 had developed chronic 

unsuspected liver disease, 17 developed hepatitis, and only 2, who had 

received cryoprecipitate, remain unscathed. 12 of 19 patients who received 

onl Nati.cnal Realth Service concentrate re ared from volunteer donor lasma, 

and all 5 atients who received. a coma~ercial concentrate develo ed be atiti.s 

(my underlining), Although the results were influenced by previous 

transfusions, the striking finding was that hepatitis developed in all 9 

patients who had not previously received factor VIII concentrate. The authors 

suggest that the size of the poo1 of National. Health Service concentrate over 

3500 donors a batch•) has been increased to a point where the benefit conferred 

b the use of volunteer donorplasma mi, ht have been lost (any underlining) . . 

despite these gloomy figures, the mortality from liver disease remains low, 

and only two British haemophiliacs died from hepatitis between 1974 and 
1980", 

T•he article continued "the commercial companies in the United States acted 

responsibly and quickly to exclude high risk donors, and similar action has 

now been taken In Britain, but in the absence of diagnostic serological 

markers putative agents of AIDS or non A non B hepatitis cannot be excluded 

from donor plasma. So what further measures can be taken to lessen the 

potential risks of AIDS and hepatitis? Studies in animals suggest that heat 

• 'treatment might reduce transmission of noz-A non-B hepatitis`, and the 
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"For'. the moment, however, it seems sensible to treat very young severely 

affected children with cryoprecipitate rather than with concentrates. 

.Alternative methods of raising factor VIII activity with Deamopressiri (DDAVP), 

Danamol or perhaps the new porcine material should be used in mildly affected 

haemophiliaca, people with von Willebrand's disease and carriers of these 

disorders. There may be a case for long term prophylaxis with cotrimoxa.tole 

in` those haemophiliacs presenting with lymphopenia and unexplained fever or 

wasting because all the deaths to date have been associated with infection 

from :pneumacystis carinii„ Prophylaxis against this organism is effective and 

its suppression 
may buy time for the patient with AIDS. There is no evidence 

of casual transmission to health care staff, although the Americans 

recommend the adoption of similar precautions to those already in use for 

hepatitis S when handling specimens from suspected cases. The most important 

precaution of all, however, is to maintain a high level of surveillance of the 

haemophilic population". 

On 6th June 1983, John Craske wrote to the Haemophilia Centre Directors about 

the surveillance of haemophilia A patients suspected to have AIDS 

'Ihetransfusion records of the American haemophilia' A patients are far •from 

• complete, and as many of their patients have received more intensive treatment 

than is'usual in the UK, they have been unable to identify any suspect batch 

or brand of factor VIII concentrate. This means that although there is 

k • substantial evidence linking AIDS with factor VIII concentrate, this is" not 

strong enough to make any recommendations to the Licensing Authority in the UK 

regarding the restrictions of the importation of such products manufactured 

fr•on donor plasma obtained in the USA" In this letter Dr. Draskd also says 
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: 1 
awe ca E# find a  yet. no eviler-ce e...a ,.,:>E: ::34a.:; ......x.+., :,<, v. . 'v',:.C.: ..4.< a;{:s-s::- i3>. :,.s 

a il'i„1..?"Y t.. :. v ...': ,..1:'e•. £'.. p 

it Nt3VObcr a Ea 'Q mi3o I. ;t ,c .a.^9,. .. ,. .; fi, Al.. , s': is.. „ r3 E.i< i: .,t e.,

to tta :}X..'.Y..C'.d tnr e.  
"` ` 

In 1. '783 and 19 4 thi... E,il.isxi°.Iva n,.. .. _._:3 fida::a d:a.l.: f. 
p.. 

 a: na`'. : intOvtOd a 

t , a''.a ce >ntid Ali: (aw ,a. C ai P t;:1^. F •.. ~n. . . ,.. E.. ...` ... f . ti .u#. .. :. . . x{...xsa d is t1 pa> 

a d rr r, p ° °; a 
t., .. °.Y l.~t. s. %$:. .. A 2.a xF:s ~fuf~., ?, f 4# a • ,~t>,' _,. .., ,... E.., ;.i' n „- i y- ;:.^. E' a •[ .. .. ,. .... ~ , r~i~ _ ' ` r1°a: S•± 3 .. T's~:S~ ~'S E,A 

vLrut  IE`LV III;. b_. v:.~ €sMs were ahuwn to ;i' ;.1r:.:€ .,. 

ident~,cii aTid h1 i.T9 '.ernottal:ria.t f3 «w'C-`;l?l;:;i:, isdef'3 c law lye agcnr Ga. Aims auz' nam.,t i 

the human ia u ficionay .'e.M,.. .. `a irtm A.i..:. €:- .'a.0 ti u, di co var ,d .Las..ur baaa bt_. as 

Tla nad dlv 2, It wan H[V I which sinfc tcd the I1<,Cl?< I'i.i, li.,`. I3 1€  .moats, 'Howe%f1~t,

I. warm nut. until 1954 that a Lo.:mt to -Ld . n€t I fy this virus war ia, v1W 1o. ,€

?: is a aoat ;'iI Lu r ite that IL >..':> lira U<ii. '1 1 .,..>.d r dg4 Llaa, #` _. ., 

tha aetlologicaI snit t3Lt:ta.. ' n hTLV III and AIDS war hoinf .'e?I:i:rted (tbI AI

Al, k d44), Sintlarlv e the link .waon LW, AIDJ and i°4 „a,;;C3t: <.a' C,io with 

was at -0. £ , eat 4,ear i;. raid i 84 !; IEL ?YL 1°l84Wl y ? I. .. bough ,<al :: 11-l. t ft'o 

zic:, 1555 3ts:..L $: S: L'1..?a•S Lai3 f;<F. .A „O th,.. mue ..:)€, ok .?v tm:a ImitsIon 'mot` blood  ;?e.'c.=.ra:.3 v. .:; 

:.~ was gaining  support (RGAIISEY 1914). 5e'apita ,'. €:u cl .ppf1r0nt is e`E.11',.y of

B

arg menu in retrospect doubt still remain€ad until ..,.is' ai3.:.ihm:dy u t; ;-;€l 

Fil: l.:=a37 to .f:. f::: a1r a.'. Ci r ii3L i[s ̀ x .: ;l l ...: t: 7.1! a :i4:.:. land ,1 t3 t,13; .as1 1, f?', tad it i. i11. b. nIaur 

I954, Qauer1°::i.orr: Overt mt uw I. tat "L' l'_.,. v. % ca , r  !!,'.: 'i w i5:: '; ' %o rs'. . '  t<' € £i 

Sin l aet lologicul. a rapt. (14TL ' Y III) (`'.'tOUKAS El  At 15€11}. 

Also in Den bor 1954 the .,.:ink bet,wee; HTLis ITT, ,ifs  i .viry F in &.ropean 

WITNO841007_0046 



0 WITNO841007 

;. . . . . 

984 

%)' t: t"S i? <.9''S5E t' €` s'?C 1`F4 i'aa a" tf*~; 3' 4 8 <."i'<4:4i„° ei V:€ '1I

(

%E £ i t"d t ix r. s lti'''s'£dki`£'~. Te4der

.. 1q 
Sw i' Ld oex 

yy~~

 

f., `ia~.S l-ttf'..77r i .~d .... i((toy pi t{̀} ' :-}u 
L do ra and  ho o k .r x. i.. 

th.xs/ 

&L ~':£ '[.~EE. '.'.. a_ :.. 

t ,.. . .: 
A

t_ 

C~.#86Dtt pc  dlny a the doLe.lopme€€t of the S.: Yx
b#. SKY. L E Y .: 6J i. 1# 4:. f.. h 

Lab r 4̀ ttar';y Service taboratora, : Cat Newastl..e Georyrool 8osp1t~ai (Dr Arthur

,A ' In i'dd). 6a ... .. '.k r'. o wo nI th  w.c aaiia . are 4'ar4:i £a1a b.. ie 22** >::.E, w ,3K d o tbo 

$

Cc 

_#. 1t'bt.za•nco ii is extremely `£3:i?`1fg Y'i :" co 4". hr t$ y h^ a

eg,aTt COt" oDor 1964) we c Id ntL kiai;' ' Wit h nay co .`z

i.. e€aocher whole fowdi.tke,`:n mlthl be llln clof . 

3 Whether members cf c.;.af cLghc he

4. The number of potf nts who might be Infected. 

5. What trf tt o react: in cornc of development: of co. 

6. Out the '.IncuhaLimn pc ind ., ..f. 

7. Whether ItfecrIon w,ac na.. , ,,, ..'. ' c, rcd Dy ;,c inccc of 

IcrmtYAll.ty' in rho not 'Loot 

At the b ,a£:u . €a, iDCTO i n I f 1, .:s. £,to"r £i=3 .i cn un moo .l.:.o .';"s of d;.f' Fl `w +... ..a.:t.:i.{hi
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i Otin~e-C..Op tr V:a E, g segregation .'t.'-ai >,. e ) Lea .. urt°. In S:ALde K don. 

I t+a i•are orn took  the  ! axgFi<ii, C de-̀% n the. We aaou1d tear everybody who 

E 1 1.}q 3€ be infected Should the dio ve DO conta icAts ,  .~ . . spread by day to day 

eoeie.i a d staff:paatierc con = aaa ;:C3zd3xr"7i, cci£i.`.'ent was €;%i.. €Q a; „<e.wL',w,, of the 

nit a run of tesa i g Jr. peer Phis was be ause 3: hod Po f .itea or

were gong to fi nd and did not want to ala•r'w: patients (or staff) j.}Y i $'.1Atdt . 

and in part 0 ecause we needed to make sure that as far as puss?,. : U that the 

tests WOES aC..i1a L  It , .._alder b an € o test t_.. _ i i.ents he . .. 

e'?ISO evaluating the method in h -i ., awn .eberatcr" in conlperd. .",ni with others 

and we .1. €;2uJ.' extended Car t`.. oi ly C;astLay 0.01E`ti:Y3i to shad samples h woun 

• Dr , Tedder "s aI>>ral 01e ant it :`s , , +,:tad . .Iaii3watory :,T4 Now ,aie 

Too things then happened 3'~'..._s„ I` , # wasable tc compile z.??... of patienta 

who bdeete HA Lt I t L antibody ?ioa l„ iee (ni ih . ieddc i i . L'ing and iIs t. of beth 

patients, family members and >>. ... .. i . ...'Y ware 
, 
th' <,. ,eat: ili 1. . 1.. . 

gc)Cd 'views that 5Cc LII La:€: 3: ...{m._ n ,  £ . ue t;.; . ,a f} i:3?' and I aE, (.

Lancet On Ih 3.. l i .,c.3ii care 19115 . _. ;Nhd 151 `:L IPI Sal I ltOr in that year (in Vic 

Lancet ° 2 June 1~.115) _( JUNK;•. ...'.1 h L91824 we were also able to report on 

contaminated ...ai.3firaa'.L;L °a 4. , f . 6. .... ..t E:,'•iaii. ic.aiLw «€P y La s a  Y1 .4. vain. '.➢.: ... 

• 

. aa i3E}rac., , i. . he the "HKA. Cow J .. . meetings h3 .. .. to no ,.al'.. jed Lath w S 

.L}-tdiwideaI. pSLienLS aid i,° 3 3. t: # - :1't:. ac:. 3 el. .LeStt; n" E. ,'E. : . '1• ,,. 1.i.os a..;d ;sL ;er 

ba they  be as full 4r nis _.s i . . 1 't tie h ,., f f 
ir~S"a~, `a;~1° ~» could s~_...,:?r:i aE3:r';iLa+i_ •.,. e i. ..i.'... .:ili"~.,i1€.: :;~:~n:•ti of 

_ ed ci ;its knowledge   , a.0 would ib~i'*.. ,a:.- .. a t ri~ ':'.i,,,, f +, >. . =:.'i t:~ ..a <. ,, a. a. ,. .. . .,. ii i ,. .. 

scare of infection in t o ps im ':, culurr and.and ,.he _,. . of Let ._:.._.':.rte" in ::neuai 

contacts

The first general arcicio char .€. erect: for eta; iente in the ;;usahern Region was 
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in the [Qaernop ti. . .a Society iprio ews ,EXlt:er of 1953 (JOiES ?vw 1. t pi cc~ 

tsp* written w, around h tine that. ny c Laiat had l2c .?a ni l.de no t.£3r? ? reaSy 5̀ 

Co;tnc:Li a# Rout the halt on S ,,mdx£y (i wnrt1a4 and I t, htto{i s:CiiS}#i trot i`d the 

op en with which pa:Tents wore a .p,~roa.ched about 7'bsi; disease . TI ouhout 

the history o f #-h" devol of t i .od a all °. "sa par irto Iw vc t°.tc'n kept 

fully i.nft rmed and no fun. weve: £s:<ta.#>a# ate .e, have beet hidden, Fa a 

cc ilar -y a o 
COi7rs 

o, 

#

t.hey li £U'C us, , ;a t «'E3#< IWPi. £:£.LOi:W rd abOu'... 01O Mti lly m,yL t s 

asscc ,E ..„ :"i Ih '1V tni. qv 3r, to h0u,. uhcp < a also onunaware that :b.: 

Centre atun conL nued to run an oua door poltc ;' and thu @:t nnvbody B boy 

know who Na,s been won't,., bare 4.: .. ...>z able to ::;£ 1,.. t • . ,. z ae ber of 

atop±.f in pr:t vat.t<w at any a

The short piece in the g°I . t ' .#.L '. i. so I iE1 C.~3~..,. € : i, <t #•;~'. ~'t~". 1~:';;~ C .. _, ii wG:.i '. 

,aragraph) one of the pr isss th^t I and the other po:rsbcrs of a ff ttat,a 

followed front the ho ,ion'to, :;;F' the ::'icy ,r'i.c, ` ha:" s thhu 1. we would re,a#u c 

aey ody who hetano .. iifotod wL i,i! di no  t c:i. what the. S?'jvG n,L A,  y of the 

infect , n Was, fin the a,i ue:^ .f, and ?;':,$ 
o t' `v l Yf-o: wortin 'N,,

.. i, 
was r° a he no 

dlacrininaation and that everybody would be helped equally, "'hit attitude was 

later to become a foatu'o or the €:a £ foi. n for tea ,ta arse which was run largely 

by the hewcaot. lte Haeniop :x.lto tIanr working ,°.°.t;: the national. hacoephtlto 

Society, and resulted to the fornotion of the °:ac.f".s S".4. oa al t t  with a LID 

en gratia payment. by € he Govert'30'a£ent (JO-WES 1957a j, nod also referred to 

it a l tta r (JONES l9 it:;l aaad an article in the ii.aaes Of 9 OcZobet (JOKES I S7 ;) 

and a Leader . n the Yit .t asp£ Medical Journal of '-  tabor 1987 (;JONES 19814 

It the context of the development of public awareness about AIDS in the. Potted 

Kingdom this attitude was of f.nnor'?tie inporrance and I believe that it helped 

,v9 
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g3S:c. T1:"„ .,.14<i of the :?l'. " ' wItch `.",En ui pare.—.- . 5` Tom }"3 4 £..i 3. 

attitudes and those yy

.

of the .vGl eM io- t

than €3 

iii :Ti hk. Society in ,.h¢:` o- i. cl lbTE ); of the 

rOc onre cwtpcign could cast '.'t hvc + 1such on thu 
i3 

icnocunt u°Let£n iu-itu;e 

tit. h1V ...1i . f.c .ion in has'I€1`:p313 I In x and a pun  ,,t'; a I ,tta:`<, .. .,. sexlli:;.:i In 

p' J.cuIar• :in bE r: , ve Out dtu mbunerc. ,. 3'•+.. . . ..d?x?t1 nature of ih€'_ 

campaign, and indeed c. ha 

c;3Li1:t. p has i3OOil cma htl,:.L, 

..i • u :,L•'mm; .. :. ;«;€.p €.,;;€ .l Pan 

":2' a b'r o .1 

is (S«'L t: for uha $.~ . :L?`. ;x::IE .. i..C, nel1.: .i.e Out of 

lajw. .. n:  {' :d,t; r. .. >t :p?€i.tE# -. .f .? f .€ ,A Pi, L ,: ;>id€a: t .+,

Oil x,c C:'e .! nt looi ,E ?:>,.'. 1. . :i 1 :}..: a E ilE;°. 3,xt.'i?,y kd £. ,:i'> iL . <. i A; 1:':) n

1- „ di >; .ac /x.n. 1.. ,_ . 1a.0 x,: , ,. ,, ..0 000. .. < ._. .•' ,_ I n oh arid ;i°L . 

,x e t ~~_ AEI '£' t' ..t i x Officer, €•,~~.i~a I°~t;:;C~~h;ti..~: , , ,r•L=.: .. £~,•W about sf. . . .. , . ,. :i. ~~rat:~, kE .. :(. tap] ~.~.d ,311 

29th c .13 t 4 s (, O.ibS

j() ,B:` ... rs` t I ., .€,.t: 10 pat: unto 4-?,s. . oiuualiy s C.?'ot ;fl .o 

invitation t ,r.3 attend a y aQn,E -01i.li.l f --w". tot  y .acc tend zn°9;::.nar '.11 >!auunasv in, 

Sew,,r'al prat„".entn had already pI  ti. 2'.1 at, tend ltE' t' {1 .:"x ,.t,.?3a .oa.._ in; .. huanOC 3d. .. .C: 

gro ine cv terito E3x £'i [ `r nfect. tan ItiOIO.ii e. .>, s.. x . 

I: TI4urt tat as "-aat`iy of .r._. _...i i? n_. 'j.si:7..c >i, :. .''.t„€„,.<. ,.. ., ,..<_. <3•; snnly

a ncatter at 3.ITflS:+c.rt1.ng 3. €1 4 ,.7'%i:atton. €.:`e of the at smiona at our t,oP.]i bail tb 

hat?I[iopti:p.].:.Ei aver the years ,.::`a Peen t.13E$' f:: :l.:<t;'. biti'.g? amiub i13»..i and $ E.l:a'.?': 

fami..i. .a,rai Al>t€+1e been able to €:. l,a>, about L Ete.3.;Y Li: is,.; 1i.,x: ,, It ..E,'4tz. *',aL h l w., 'd , and 

was b"g,inning Lo falter because 3;fv `.;'iif' ware unsusru and foarlits , Sc Le2v? .E:i:3::E=7 

eric"u -i- At.yed pecp,ie to csl,ic  and ,. € ?;;,b what. thay i.'#.>4},t;i.; is L.e.:1.;c'a ip gC,,.C.:.i., •

c' #71£7 .1;e 3. ha a. iA, #. .t "z•; ' •"..}pp ..3 aE.. >s i..nu kei t . Pin an o d yt L:: .. mary Fr a ,., ,.. ., a my zL, C ,. .,..>. .a ...: 

50 
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...., Li thiy rsa ki t  abaft ,i r:B .. tI,  .c .. ,< of

In the ecord edition 0° i i wI is it &a3?`.`;}p`>19 7, a (I ?8 ) L :€:he:. 't co•r3: Idei . g1 

.:•a Iverg c w?i ' quash..-, of .= .:.ii ,.„? £fff„ii; 5„`t"e r,,. ONES 1$4 ui„i' l;C}Sr' r.'.

'..< ~:E:?a`: ~e ''. '_...4a E"vs+L'•t~2n 'ic"', o9€ ..., } r 'r`  "A Cl£ -'i rd t. fa to >:':C

... E . :. . .. . . .::. ::` d  tooth: wi:, the edcio that peopl. of i ;.sk sbould Ile 

t' .`.~..a .:::v}'.€ eagwa.inst haepraat .t:ie .s. Or pee 9b :to e short. section on jjCpet3.LI.s 

e :y t; ~:~ 'rtei.M~2eA the .. „>h 4? ~~'.ICid,I~ t::~'M` i:il~`.~L ~E.is;~.j;ia }FJids',`o .'.. ~:t:;

shorty in some c,oso:s Only 1 °, r° of dovo. (here s evidence that 

~aesrmpta:9. tIacS hi e sul:*pi: episodes of Nods hep2.1t:i. €.'i..s, sos. going unnotloed, 

although :.ho f .rst azraack 1.,', 5S5S3 . . i.,:< S accomp rtie.d by m e ra£2pc"arance,  ut 

aaund ice x The N tb sent xI„'3"t e ..,- .t ,. at,.. . > ;3i'. .. It B  7 .e3:i i.. i L: is .:

t ad tom: ?1 they souse to hro; „s Inset C :..;Ss..c#:;a?. Ne €rls` 

de•'.=➢` '& 5;'i+ ~1l!; `1 ~....~.. J P 

the the Oftx 'Cts of :eat and r9 1 7l♦ rs Bond e. : 3' € ro olf ii f net Ee„CI 

Lt 3. w. i.~43 Lru - #i bi xti: R:l'.I ♦... ~. S L 
  

 
- .l 

Oa jingo 91 er r e .s sod. r: E3 hi O,i . i: .lac cc rso e) the .i i c:s abx,as, which 

• waa iritt un IO thO c e. I€: , £! .19113 f :. IS wig, zit d1 tr 1:t`. .susse he. C phs Iac»°i have 

developed 1 u e deficiency vm-d b noe of the o,,:#' $$ :'t c w: .~.5 '.•'ese Cdons£:ed 

their blood platma3, .it has been uzs n d that. whatever .ro.o is t•ha : t oe AIDS 

is being spread Iron blued iL r° ill :IusiiLW, This a ,sum ~t x.on has been developed 

into a fth ?_t`y thot. o vi swith a so --.Y long incubat Ion pen led is responsible.

At this :,icege 'S o do not: know if these .,.;:sL;n #' o :;s re .lustiA iod..  enu z& 

deficiency in a few hi'3°..'.'-ophiIi ca stir be the result of >epestod exposure t0 

proteins and other antIgens in blood products, and nothing whatsoever to etc 

St 
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with whxC is £.f# .S erring .... Cie a. i3:,:. .. :e .sue ..,. ... c,, . .r .,3i -,..vie a .# t v , ~b~~w iii— q +..:3 a pr ecaut:.na 

checks have been introduced to 1 ido people in r be biL risk gre o  fta:!i 

gi_wln ; b:lc;i: d" , 

i. hat should >  ,• I .,wr..  £_. ;€ -~. . 3 Y ,._... ...., x °;rata; rha 

should continue to €Lr<S r: c i Jy in .:.fiecti ciy ,z_. 

possible„ kit bout tretnent € t, ,.. . ...*'£ih is..n c.. ppiw, and ii 1 3:i. it ij3otinl t

the t.,.Lce this danc tp L.,.. of _,.. ;J .' , . .<, . n n „ ,E_,.. ,_.. n .l . .. n cesf vN? 

answers t o the question a Ott pons to j:: :tt'L€;.ncs and their it' L 4% toss" One of 1"h:, i 

i likely to be that. if that s at irie€ tioa sk `: dr:.. in i :; ?,Kl o its ;- .Mack 

rate is very st;ai. i and clit?.t only a L :, ,«btya,fe will ..iiisf•.' f. isi.tai27 :. t: ,ii. .Ii It.. 1 

has many aiw;?,. ics•s ,.a t E K . i+.. d '...i. ,, ... s -., stosy of ._ A i3 _..d, ia:;4 ,is .s, p.IDS 

seetn, epatii. is i! can be c(`?nt.`.. tx i.. led 

in November 1. ': 84 an in., ited at c is ie on the ::,::rl.ig cr -c t I i.aesphiiie was 

ishe.d ill the Arc.._.__ .<I _)3. scans . < .. t.i-ildhoc'F e .ICNrI '. .. 'is' In chat 

article 1 said " Despite iIl':"c; •.i ', . . .arch the 
net . .: a n ,• a ric cents oE.

flay to6r e 11 hepen...ta.s remain .;. Iuci.se. hey ate prede. iii, bn ,.>. . icE''~.'ki oducts tkrd 

tot t€ e €;rent#llont of i„ sew „ti ., i.i r.a£ - €.,sae , l,tul.d . !ic „, . .st €. t;E., tae , u 

.t'.€?I;eE:I'zCF.'a~:f=:> , ..~~~w_._.5z, f,c3ti. . .,#: '., E _ ~. , ,~.. .. `nn, ~` s _ .... 

... ;t 5 UtC ,.ii ttirla >;.163;#>.n a of . r ..4 ,. . .. , E. at. us chnru is n c_a ._ ._o;. r.r,si.l•ig to 

rnalntaain young (p`rr 55 na F 4? , :' Ir ..'t? an valuni ;:n'1 I -ctccI 
ci.Y 

.;p'tcacI pi.ti1 i:e, 

Cton°.'.1 E;e resent public sty l.iE 3 1 s.. .: G,PiEi.t €_ '3. I :

lx

?i€~,.'£r. £.b ;r.:i 3.

ty 

, {

.

~a:ca; 3. r,€:w ~. spa "1• S.ii 

. the e f„£ e fiat    t i s L~ c ,.,. 5 _. c S_• Al OS  ... jot .. '. 4: £°.' :i ~. 4 .: 3 3. :~ i tr \ i i'r s 3: T. . _ ,.. . u  If ;., 

s ~drome is spread by blood transfusion (ad the evid'ease chat MS S so 

rem ins ;;parse) identificattea of the agent respons`f,blo should lead to 

appropriate eccesningj tests, Tar the present, the same
t• 
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hepatitis should apply to children, and parents should be reassured that, a 

least in the hae~aophilic population, AIDS is a relatively minor problem 

affecting only l ui 1000 pat.i.ents, only two adult cases of haemophilia and 

AIDS are known in the United Kingdom, and they were reported over a year ago 

If the problems of non-A non- hepatitis and AIDS can .be laid to rest there is 

A strong case for introducing prophylaxis, perhaps an a weekly basis, very 

early in childhood. 

Another,. problem of relevance to the treatment of children has been the 

discovery of immune disorders in up to 10% of the haemophilic population, 

Thus we have seen idiopathic thronbocytopenic purpura and acquired haemolytic 
't• 

anaemia in otherwise well children in Newcastle. Non-4pecific lymphadenopathy 

has, to date been confined to our adult patients. The emergence of these 

disorders in addition to the recurrent abnormalities of •liver function make it 

obligatory that every child receiving blood products from whatever source is 

•,followed up rigorously at minimum intervals of six months". 

.~, Things were going 'fairly smoothly until November 1984 when one event 

precipitated an intense public debate about 'haumophil.ia and AIDS. The event 

was the death of GRO-A a patient who .divided his loyalties between 

the Glasgow Uaemophilia Centre and the Newcastle haemophilia Centre. `GRO-A 

was., a severely affected haemophilia A patient, He was the first patient that 
n f. 

•
'`~ diagnosed with AIDS and when he presented with  pneumocystis carinii 

Pneumonia in May of 1984, in order° to avoid any hysteria which was then likely 

+ n<` from the local ambulance authorities and possibly from the media, I took him 

in ,my own car to the infectious diseases ward at Newcastle General Hospital 

(at that time ambulance men would have kitted themselves out in full 
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GRO- Ac. :oyored a" r€3:: `;'£t7. "I3 .'£: €. t it## :1}:i h6£};'yLi.pii2S:i ' ?iii : i<  0 i, fk'e ?0t  lOPOf 

he % ai,; became ill <li'ii.3 ir, z£: ohn.i ud tf; a.:v# i <10 s'I::€. :;a1 ho cic`.s on 

GROA 1.3 t, x £ f hi :f ci t ,. ,.N itri tu1dr. ci It o death t.teoii we were 

Phoned by a .3 a4 "T s3 1 ho ut ccc. '. woe 1F:.rel t ,wa, :s S'} I71..den t; .l" 

the Link between [ GRO-A I £i1?:; <.. id 'ewcaFt.Ic non boon i O i. fi t:.„nirc1 icak.<:i 

coth of the border. f this o'o ,, at €.  r ,;t:. rS: 1'_f :hen , , cart its effort 

bocousa f.S-t3 tar % me `F:1u+'.;s[,iC. }.t,'. '£)LtC:d:i€;:.: tho ",}cts Ior EY E,£:I.ii tot crest: :,.Cl 

disease Fan£.'i I: 3.'^. Infection of €icc i':.i i:1. .1fa:C:.".: '.i.[# the il].td Ki.ngdcunt with l.} :3 cc x'fD 

cc Zi a dciy c„ yw«miC.,   cest. i .:< :35:',:. ..,,i .,..Lice n d ..., coary wa, 

assigned ho the adin...n. n 1.rai_ 3: :1.o':< of the l;r ..L.°; ..... _. .;' t.I£< ';': to cl,a: ::;1.x' rte to costa 

4f:t oh the engia t riCO . 

(. PES .. } te a,.` .,. .. a Icy:. or Sent to ccaLLsaagciccc in rho €f`M,.icn >..xob a co ay to 

.~9,'3:' 

tt tt 

eCttoh" a?x•ggt }'~..1 E; E.3 t7'€i g W.,"ais was ~f 3 }. €1tlt g i:<f':. f.< ii&.`: r"37an of:f s .. HH oestoph.3 l .3'8 

cc<b : o Di ecto r 'i>. , copy e o.f{' 3i'f.. . . . rc I, LL: is c €..c 
cn rod 3€€ ,. is  letter I. .

appended (.l ti l:' I tTh4D) . 

0 
a„? the ;:Qek prior to (' . . ... ~. it. _'... w.." t. ..v., i.Lcot '1e0 ;a :.. .,. . .. : ss.3 .'f:€cu 00 tfi; . 

Ier,".£.cor Ns".?tlono.1.. H£'.83;opzi '.t J.J.ii :i331 f C _,,c to toe hoot 'bi1 c pcnhi.Ct i" c be taco 

known and ceferecice In €t°s,3;?s. .o ...:f,5 - e cnttc in cho iir"..., t:. .1s?..: €Y: ;act rca raoh 

9-v immediate concern `.ds:, tim a.:3 f:ry}+ the 3}ar.iesc.:. and their fi•} i'!lies what c<'ac 

happenin, and on. 16th N::>vcabcmr 1`i84 (cU~AES 194 O) 1. anr:oteo cc tii.c Chairman . i. 

> gioemoothulia the t~da'4,C4: X72 Branch rid the  ;:€b:eii'%, i:.?.3.i:1:F:3zi. k};},QS•}lE* .fPF[ E?i: 
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AIDS .d. to sLaaLo of know,ard..'.de all that L. .t?ai~. twee LQ€: SiUVii t i_o everybody heca :a b 

it al?~e~i.ed t ..t, w ~tb r ;.h" AIDS virue we, it wuo of L-," in s;;xc"a-tvit5 

However nI i.ve thie part iruI ai oh 5€: rvaticn aai'i e, be .n ae t_=onpert„ the fact 

that the ira+ence aloe hoed that : he di ta e near not ton estoer hoe

the tent of ziOC Vi Li€L La'.>h. Iay €. _..t  ar, ".pO::". ._ ~rlta _..a t: . for p.: r'a. v

discuss any quent-ions re .acing t,1  the pro:bieu c .Laier gidi.,j-duii1.1.y €3r in 

Data on how factor VIA ". ad F co e rAIes antiy be made rate from :H IV won 

accunu1et. .ng rapidly t ards the end of 1.954, Most of the prel -ininary data 

came from the United States and was die oinated via the Flat..oaal Haarophi.LLo 

Foundwt ,Qn o. icai. e d Scientific Advisory Councils. 

\ 

(( We h written to 

yobtaai the b1e-"itt . Bulletins  .  €.; -..... _ U0 i. t.th ~0Ctob0i i. i% 84). 

Hea'.ic€a:.. Bulletin 9 (RA71ON.al., HE. a pHI.LIA k'ba'>JENV: ION 1~)O) 22 %d October .L s 3 

did not contain beat i  rot.ns'. >

11

. 9.t a ':.'ec a3 ti a.~a:aadati no for ph~ictan& treating 

patients    With 6

r; 

n a e mmoph ..tlte. L dtd 
S

c 

t wwever, co°';iced to factor VIII 

concentrate manufacturers (3siri, 2i`i that 9eo Lc',ir.` taa;u..d be c ti ued to 

expedite L1.o dc-,:alopnent it rotas!.,ins, aethods tfha': will 1tEE swe xvate 'n" r .his s 

pot ;:.ttiaLly pro.cnt in factor 'r' ii ;EiS at trot 3. ihile beet it`€ B:ed products 

offer certain ;.Fkc Y"E a. Z: to ':. aJ a tano the: data sz t; 9 onoft.s;:'. i Ela at thin

t€1 3SZOSe th€Vtr efficacy or i _ recommend that the pa;otentay Ii.cenee€r heat 

treated producte he used instead of 
etendatd facto,; VIII concentrate, either 

for modification of the i.:itk of is€,  ide or ALPS, cot thin reason 

proepective t.udies of the efELca i end xna.Eety o mota.L ' 3od prr"<Wcte are 

strongly encouraged", . 

k 
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In the light of this it is interesting to recall the state of knowledge in the 

UK in 1983: from a record of the DHSS Medicines Division 13th July 1983 

(agenda for discussion on AIDS in relation to licenced blood products, section 

A factor VIII and other clotting factors): 

1. Aetiology, current possibilities, Dr. Mortimer "An infectious cause 

seems likely and a single new agent could be responsible. Repeated 

exposure to, or reactivation of, known viruses cannot be excluded, 

although posible agents have been proposed, e.g. CMV, EBV, HTLV, their 

relationship to the disease appears very uncertain. The infectivity of 

• the supposed agent appears to be low, requiring for transmission 

• intimate contact or introduction into the body tissues". 

2. Epidemiology, Dr. Galbraith "Recipients of clotting factor concentrates 

are at risk. The degree of risk cannot yet be quantified. The risk 

appears to be greatest from products derived from the blood of 

homosexuals. and IV drug abusers resident in areas of high incidence and 

in those who repeatedly receive concentrates in high dosage". 

3. Possible scientific approaches to avoiding or reducing the presence of 

viruses in clotting factor preparations. 

Treatment of blood products with heat or chemicals. Dr. Fowler 

"Although the value of such measures in respect of unidentified agents 

i":`" can be proven only by long term epidemiological studies, they are likely 

^~- on general grounds to reduce infectious hazards but may not eliminate 

them". 
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4a Consideration of the different operational possibilities for reducing 

the risks from clotting factor preparations. 

(i) To withdraw factor VIII and IX concentrates i.e use only 

cryoprecipicate for treatment. Professor Bloom "this step cannot 

at present be recoa e lded 

(a) It is probably impossible to satisfy UK needs in this way. 

(b) Even if needs could be satisfied it would involve a major re-think 

of UK policy for preparing blood products. 

(c) 
'rune 

level of risk at present does not justify serious

consideration of this solution". 

(ii) Withdraw US preparations from the UK market. Dr. Fowler 

"]:rprat;titable on grounds of supply". 

(iii) Use US blood products as sparingly as possible. Professor Bloom 

ti 6, "The uncertain balance of risk benefit considerations in various 

categories of patient are to befinely balanced to justify action' 

via licensing * the matter should be left to clinical judgement".<

(iv) Promote UK self-sufficiency in supply of concentrate, Dr.'Fowler 

f-0This. is highly desirable since it should reduce risk appreciably, 

although 
not completely". 
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(v) Use UK blood products only if the source plasma was collected 

after the new regulations were introduced (23rd March 1983). Note 

it is known that US manufacturers have stocks of pre-March plasma 

and that the US Office of Biologics is to consider this matter on 

19th July. Dr. Fowler "This should be adopted as soon as 

practicable even though its value may be limited". 

(vi) Use products treated by heat or other inactivation methods, Note: 

Hyland are now licenced in the USA for heat treated factor VIII 

and Armour is shortly to apply for a US licence. The cost of 

these products are apparently at least double that of untreated 

material. Dr. Fowler "This is desirable, but is impracticable at 

present, since no such products are yet available in the UK. This 

development could, however, be encouraged, notwithstanding the 

cost penalty".

When these products become available in the UK should licences for 

non-heat treated factor VIII from the USA and/or elsewhere be 

. continued? Dr. Fowler "When these become available the quantity 

~. that can be supplied should be established and the advisability of 

this step re-examined in the light of this information and on up 

" .i. to date knowledge of AIDS at the time". 

The Committee examined hepatitis B vaccine, immunoglobulin and albumin and 

concluded that although there was no evidence of risk and no action was 

"'-.: _ '•.presently justified, the position with regard to these agents should be

. . . 55 
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• In Medical Dulletih 15 for 13th October 1984 (NATIONAL HEMOPHILIA FOUNDATION 

1984) it was recommhnded that "cryoprecipitate be used to treat newborn 

infants and children under the age of 4, and newly' identified patients never 

• treated with factor VIII concentrates. Secondly, Desinopresson should be used 

whenever possible (my underlining) in patients with mild or moderate 

haemophilia A and thirdly (and of chief import with regard :.o the Statement of 

Claim) "We do not yet have sufficient data of scientific nature to know with 

• ' ' certainty that viral attenuated (heat treated) coagulation factor concentrates 

should now be universally adopted. However, very preliminary data do suggest 

,that HTLV III is heat sensitive.' Further, we do not know whether 
fi r" ' 

'•' ": ;' 

•'~' hadmo hiliscs who are-•: h p positive for° antibody to HTLV III have been exposed to - 

_ . " living virus capable of causing AIDS, or have developed effective immunity 

against AIDS", 

'Because heat treated products appear to have no increase in untoward effects 

4;~, •'•• attributable to the heat treatment, we now recommend that treaters using 

-Cgagulati.on factor concentrates should strongly consider changing to heat 

Heated products with the understanding that the protection against AIDS i,s; •.. 

9t to be proveu . m" 
(my underlining), .~.. N

this• document also contains' recommendations to factor VIII concentrate 

m4nufacturers and section (e) may be relevant to arguments about safety of 

blood, products at this time, (a) refers to the previous withdrawal of lots of 

clo.ting factor concentrate known to have contained plasma from a donor 

confirmed- as having AIDS (see Medical Bulletin 10 January 24, 1984 (NATIONAL 
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ci :I utet hecauae although it .teemed '. €!:'.a:£:3: '. i.P' ,.s.: nz a. i3. .,' as a'Y tCiance gew that 

many. .i f not noct, .i.o4: W G'£;('R€.it€;sti-cet • € L wa: E,iu>£#g,t?i; t.F'tat there wok>ld 

•.. z.'ra • i %ri4, t. ,u. , . • s is >,%4}w{71..ha.,+. ,.... . . E.. -,.

bleeding. d cord# r^ , Thu. '~ . ...'+ dd,..,., 1µ rote Lved .'y the a i ~~ of > _y a. ;i. i.{<.i C}i. ~.w t~'€ F'I~•t>~•., .,j`a;.+:.~.~: 

viral inactivation ; i clJd.1." .f hea f. ee. ``5ciii:ai mw.I ct_. i W2 , 8 May z • '~~7 

(~A ION.AL z 'NOPFTLIA FO r €'E i s', .. 

On 14th February 1985: the td 't: ea;l I•n?,ari . ., ,,';: f' .k.;;;3is?: '.t.tee na.1; 

t€s that recant '. s:E'jot .:.o1'1> .,.t. . ..n . ,:{€:? i . . .aL i°."i;,t :. , ,:w _ „i ~ s . . _tui j 5e<i i ll 

ait'diical. iisizlrrt.n 21 ?,: tai: ,,: was ,..";'s,,: .# ce l2 ti. t : 1'•ii: `, a. 

FOUNDATION 195t) Before Ltektaa. at b... a{:r;i£i:{E :di3"., .., s ao`r _t. note, .n,

that f hrCughout he Lime EterWd cover ia the d eii:{i3iiaia:. of >„ cal. Inac .teat ion. 

one rs c GI3.re cn  <?;. Len k"4 D1 .73£: s;:9 t: or ha €i +.`' o , l oclh in „„wrica and Ii ri ted ,..L3£; •(1:a'#ii, 

Q Bulletin 1 it was that 
, 

the "icsea.t;ai and ; itttrifte A a. : z.. . r <C3i?mirten t`=e 

• a. t  w ;d ' kT'~ ' ;t : ,~ f .t. e.e r ~~£•' k E i ..3.s' w ~- i %''i ~: -:. ~ . .~.--1 'ff .., ~`{ that   ! a >. .. £< ~.:. t ~ $. ....e`1 ~. R. k. ... ,~ .. . a i s is ` d, `t3 ;.3 "as rl a . 

CLOT'! CLOTTING FACTOR +"r?s L'R..ESCRta iatl i `. 'r'i(l 1,k?,:`:. `i:r£t Kis.as O  biTHHJL!t~ t.; 

TR.°a.,AT'MENT fAd C1; tWI 3OH I.i i< na  O

•rcited i:ceon e .da ant Lee .. '{!. ii babe eecry l 'Iba tat p>.:;':`qIF w.. 

treating pat l 't>t s w:itie llis 30 li tia:. 

(a) 
on  

view toL the accuarutati z,, a.eid£:.rice for the heat atntitii?ccy of !i'WL it" ill 

„03~ *.r,;' ~3 *`t't yr € y" x i' ,._:. ,e ni£~ tx l= the 
" s -~ A:-~ 

.: the 6a .. ,t . .cc G.:, inEwr":.<rd €:ffe s c,,,..?'::. _ aibl... .o '` , 't:s..i. .~ .`{o rstmt, ; 

is tee. that phys ,ciaas utSt.guslLI stt•I?1, : r L ??3'<.<.;i .£" g3?` tribited heat. areetad

'.lotion factor concentrates fir the treat trttenr of patients with cetera 

`5;.. .,..::. ethiiiia with the undo:.Gram o,t :toot pretention aBalant  M Dui In yet ,.., be 
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~t, proven"`. 

"It is is recognised that we do not know whether haemopbiliace who are positive 

' 
for antibody to I4ThV III have been exposed to living virus capable . of causing 

AIDS or if, they have developed effective immunity against AIDS In order to 

develop a secure scientific basis for such practice we again urge a 
_F: " 

prospective national study of the use of heat treated materials in patients 

not previously exposed to pooled blood products, The Medical and Scientific 

?"~` ivisory° Council" will continue to review its position on heat treated products 

as ore complete studies become available&'. 

•'The document affirmed that new and mildly affected patients should be treated 

with cryoprec'ipitate or plasma and also emphasised "that hepatitis B 

vaccination is essential". In addition the text contains the words "moreover, 

' as the•` transmission of non A non-B hepatitis may be greater with these 

products,' even if heat treated

In aft AIDS Update leaflet published in March 1985 intended for patients and 

i1ies^and headed "this -report is based on the most current information 

A °available" the question of beat treatment was covered in Section 22e "Do beat

x.^z treated products offer protection from AIDS?" "It is not known for certain if

.the ;heat - treatment of concentrates has eliminated their potential to transmit 

AI°DS'. It "is, .however, becoming apparent that some viruses are heat sensitive, 

There; is now preliminary evidence .that RTLV III is quite sensitive to the heat 

trhatment processes used to treat concentrate"a 

"or  this reason the National Hemophilia Foundations Medical and 
a 
Scientific 

F • 

I .

S 
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Advisor Council has r or don that 3 ; e at  Z. aLed a. . e . :..rank should

.,r  s a asn xh t e . .. 
r~ ;3t'X'4ial ~.Y r t3TLs2Ll~..a.£#C~ far .~:;~..:. ,.~ :.i:;: on ~ ~+", 'c7 Y` ~ ,;..~. ~ ~.~}1"a 6:kdii>. 2C.o.. , The sane. 

advtcn has bow.n given tsar the rucQWy r'oI.i atmd hoar ywaved facto l:a 

concentrate, , she Cenco foi:" Disease ConLros in ;.z . .__a«n.0 has unJo,Csed u.. ,ce 

vle:<,ds (tATLONAT, U 'HOFII[Ltui i'S' 3l?i'i:1a' 1.#1f 1`1?3IC )

These questions were beta considered at the same ti.m€, as individual. iiaa{±t' 

screening was getting tinder nay in the United Status. _m . _ ae (and 

remains) that the UK HTS should h ve followed the s'.tI€c a <. a n led i odiaetclr 

and introduced individual donor tas£r.ing rather then waiting From March to 

October L95 and I v iced this : iow on thER. IFIi prol,r trace ihc.a Leek vets oh 

(JO ES I9a5it" This Tints A. variance ui> h tham: pleaded na page 52 (. €. #'..... 

Health Authority's Iiefencor 

By Nove b i. `J' ii Medical Uui...ezto 32 :NAWNid ?iLiiiiPhILc ;. iUht z'°a IUI t in.: ) 

the Medic L and Scientific Advisory off ,:;,,-;Ii. a:. .',? rams feei[n confident enough . :. 

extend the use of "heat ti en  or rat ai>r i. vi.r-al r.onuar'ad ±cctev ,° ~' x z t i3 C "5 ' a VII and 

factor IX to groups other than L;#:? i;aii: 'lt;tit:,;3 a'F>a} tad already ?"ei:.L'7cod t;Ru.iCi }I : 

Roca€ 1TSr?Ittimtioc. .i .; >-aS that tIe tout tie.nu:.a? z ? F3tt1' ai. 'say ha 

the t, _.. :.ect products for. the _.. _a ttmercr of pat entc in ga"ii ;A'E.:r, _. ..•?• which it oar. 

previously r'eco?":l"taendecI that C;k!'t t'atecinitate or ploarma woad be used, 1. e, new 

or mildly affected patients' lis#ta.>.e:, it. leas still e;r€pI<a iced that hepatatie 

Ii )j ) essential rr ns 1 f 
tj.o :.( 3.y L,~.4 i;. r~. ̀ . a.3~l. C,"F «: was ~':.ia • .r3L 7. .1. and that   .. tivL,>i«'L c:%e8 3 ~: :.:i1l~l ih nor -Ii hope ~~74y„:l, 

be Increased. 

In a memorandum dared 2'lirm larch 2984 Irra, Bloom, Craske and Riszsa addressed 

_p all i.i.Ti, Haemophilia     ~,~>n iv i;v bar ~: k:.C.:3u 1.i %a ndquoted 'clinical {: T: r. e.L u bane only been 

6! 
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completed on one pgodatct, the Hemofi..l. FT factor . :t:[i which is l;repared u . o:. 

a dry heat method, The reaaalte indicated that stii a ck 

a ate aaf U&rafa t:itw s€iL1:€t:;at  a aasaaarc to th ........ . .. . :: tv i.€~ oar. .ants 

€eh€3 3 1E rtSTt £t 3lr Zd iaactor 'V11i Conet, ntrat 2 `P;: t ? y a. aa`aeerli.n1mg), 

The memos ]. .4_.xtnd the product  a -nilbie (Amour,  C>utrrer, Travenol. 'dmz 

heat) and Alpha (wet heat)) and stated that a heated NRS factor VIII should 

shortly be available from Edinburgh and a second from Elst.ree available later 

in the year. In view of the suggestion in the t€.~i :_e ent "f Claim th t ' 

should have been using a Cer nn product Iron the late 1 705 the folloVi g 

statement is appropriate f'a heated preparation rtanufacturedt by Behringsxerk€:e , 

the German: pharnaceuttical cf.n.)any, ThU is heated at, 6O'C for a period knows 

to inactivate hopatitis E in the preparation. The problem is that the yield 

of factor VIII coagulation activity is considerably reduced, so that the cost 

is likely to be at least four -fold higher ?40p per unit , Triol_s have boun 

carried out in Germany, but no published lofowoatios is available At leant 

30 patients have been studied" 

We started to use heat treated material in Newcastle in. Deceamhep, i 984 . at the 

time of the Ph Directors A :;save:} Ducunest i soued by Professor Bloom as 

Chairman (Health Authority's Hefeaate Page 4.3). Details of the availability of 

material are given in ( 1Z?A 1958), Whilst it night have been thought that a 

prescription for heat treated material would be a straightforward affair, 

principally because Of costing the District Adn.in .etrster, Mr, Chris Spry, and 

the Chairman of the Hoapital Medical. „oanittee, Pr. _.. a>, hetnde.t.son, called 

together an ad hoc group to cn nrade the use of ud factor 
vi  l

concentrate, A draft of the report of this group is appended (AD HOC GROUP 

198x). 
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Although not reported disquiet was expressed by Dr. Bird at this meeting about 

the rationale of switching all haemophiliacs to heat treated material and this 

disquiet was communicated to Dr. Collins, Director of the Regional Blood 

Transfusion Service and to Dr. Arthur Codd, Consultant Virologist at the PHLS 

in Newcastle and stated in the letter to Professor Rawlins in his capacity as 

Chairman of the Ad Hoc Group on 28th December, 1984 (BIRD ET AL 1984). 

Professor Rawlins decided not co act on the request in this letter, and Dr. 

Bird and his colleagues wrote to the Lancet (BIRD ET AL 1985) expressing their 

reservations. This letter is of considerable import in view of the suggestion 

made in the Statement of Claim that an earlier switch to heat treated material 

r.' :could have been seen to eliminate or virtually eliminate risks of viral 

transmission. Dr. Bird is an immunologist of repute and the letter of 19th 

January 1985 represents a state of the art response to :.he Lancet editorial 

22/29 December 1984 (ANON 1984) in which the argument for switching everybody 

c>i• • 
to heat treated factor VIII and probably factor IX was put forward. The 

letter stresses doubt as to the efficacy of heat treatment (para 5) and 

recommends that sero-negative individuals should only receive cryoprecipitate. 

Points raised in Dr. Bird's letter were replied to by Professor Bloom on 9 

•February 1985 (BLOOM 1985). 

decision to implement the prescription of heat treated concentrates to 

'•~~
,
.
h
..:..•~.,••haemophilia patients in Newcastle was not followed by immediate implementation 

for.all patients, i.e. I did not initiate an immediate recall of products, a 

substantial quantity of which were already in patients' homes. I made this 

decision because I assumed that patients had already been exposed to the 
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bt ttthov that €;Ii°ter had 4V6..141,1.i„: Lot ca  py, a8ld 1, did n t, thiaak that t o 

<~ railable e de tce ;tarranwcd the roar that such a quick y::.cZll t ou1d invoke, 

It ad it ion, we ware at 7tta tirecheck .ng, the atihedy atacaa ci the Iaat.taeta 

and knew that 4'waE - 6v once {e stone hod Si1.Aeai l'F ccC.1rred - it wee reEo:t t 10uglat 

proha i.e t aat everybody wIt.,n had   a c:tpaud woe n a y F.nf cote t:w D )I t 

it the ,i d .n le he t' i.tta:f> t # ee> . ' 1,, s# ; it cuht oh out tee

switch to heat treatment in ever bo:ll?; , to, aia'.hoo  ; it ace rLccumrooedcd it was 

cot an abaotuce w e uirev>eant

paciete wure. however. :. it fully .n -Irmof ., In ?'at3 bett i 4

tioc of heat tree MMo tt lsad hate a& sod at i!` S 36S €:¢8l S# ?t tn to rFal:#i4 i1 
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patients  IanIIy doe tore {,AIN h i'l1=i€'.? itac 4' :;. F1rnenr. coot c.7.;.:;i oy deci.a +31't ;;L'= 

disc taticue Use of E:S3€:"i3f:.at treated 5hf i:orcen.raE".ac bath +`t `'. eaad aX. 

This nQant that, for the first ttfe = we had i:k' use commerc?k.. IX ro-n`entr#.'re 

in Newcastle, and continued ce do so until. IMS IX (beat l H sE ei) bec<3oe 

?a~a7, a .i.e, instead patients wars .... 5. 's.. t:wi;iw d to   ;:. 3: C.i s`o i.:t C# 3Ei<. i'. a3 s.`>, rii '.~£~ t1.ew.

pea :a '' 'or 4': '4,.*a£E. 7«Sim' +'i', her nue pariente or s ;i i. i13 - ;[ ii'tu ta  the 

. .to Centre or w°hoti cisa c:itrre to stock e?.? on taitM1.1 ot134'

;supp.1 ee . Ac sa result dt+.l patieict:R were *eln issued With heal treated I c tot 

VIII by mid ]P I. Details for individual patients era presently s 

determined 1.a rho coup,3roe AIM ysis and will he diver in the tool tee to 

[, ecause at the time that this  schedule P,e taos cited scad therewas such a paucity 
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of information about AIDS and how to respond to it in the UK, with the help of 

my colleagues I extended it and in February 1985 published via the Haemophilia 

Centre a booklet entitled "AIDS and the Blood". This booklet was given freely 

to the National Haemophilia Society for distribution and was the first patient 

orientated information to be given wide dissemination in the United Kingdom 

(JONES 19850 As such it also became the first source of basic information to 

;.y. the media and was widely and enthusiastically reviewed. The text in whole or 

9~ ix part subsequently appeared in many other publications and was translated 

into Portuguese in 1985 and Italian in 1986. All my own patients received a 

copy soon after publication. 

1 

In February 1985 another leading article on AIDS appeared in the British 

Medical Journal. This article drew attention both to the problems associated 

with blood transfusion and to the difficulties being experienced by the male 

homosexual community who were being blamed in some quarters for the spread of 

• the disease via transfusion (LEACH1985). Drawing on a paper by Dr. K. M. De 

Cock (DE COCK L984) in which a connection between the occurrence of AIDS in 

Africa and the United States had been postulated, I suggested another link in 

the story and cited knowledge I had of the procurement of plasma from Africa 

(JONES 1985). This letter provoked a response from the Chief Medical Officer 
0 

(ACHESON 1985) who said that under the Medicines Act "Information about 

sources of plasma -is provided to the Licensing Authority in confidence by the 

companies concerned. I can, however, assure Dr. Jones and those concerned 

s .wfth this issue that on the basis of that information we are satisfied that 

none of the plasma covered by current (my underlining) UK licences comes from 

,• } areas where AIDS is known to be endemic". This statement is in fact untrue 

because plasma was coming from endemic areas in the.United States at the time. 
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The letter goes on to enrion British self-sufficiency. 

My letter also provoked a response from industry (REILLY 1995), when Robert 

Reilly "a national spokesman for the Merican pep resin industry °' 

wrote cm Wth July 1985 in d 'fence tf  ,.he Ames : ;.can po c n, BMJ asked ce 

to reply at the same time (JONES 1;985c1 

Dt°, `Reilly stated US manufacturers must; be 
lined by the US Food an Drug 

Admini tration. As such they are re trained as to their sources of plastarta g

and it can easily be v=eri.fied that they did not rely an plasma from Africa a 

,. 

, `" 

Reilly obviously chose his words carefully because his letter did not 

state that plan=aa from toutwith the United States wus, or had been used, or 

that the rules governing manufacturers within the United States were not:. 

applicable eutWILh that counhiy. In my reply I drew attention to the long ... 

standing contract between a multi'natiosal company (which I knew to be Baxter 

Travenol) yland) and a p:aoanaaE i.ereeis centre in Lesotho in Africa and the 

facilities run 1.y at least two rpacies in Mexico (which I knew to be H land 

and Cutter.)

These lotto rs were followed by a string of mostly telephoned comments from 

around the world by people seeking to establish the initial spread of AILS. 

Unfortunately we did not. keep a record of all these call but one of them did 

result in a meeting at Heathrow Airport. in 1985, The gist of this meeting, 

and of some of the phone calla which come from the United States $ fell into a 

familiar patternwhich was that &overt-..meat sources In the United States hed 

prior knowledge of what we now know as HIV infection. There were suggestions 

that the virus had actually been manufactured or developed in the. UUS 
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biological warfare programme. These suggestions have been publicly refuted as 

speculative myth on many occasions, but some of our correspondents cited 

information from the records of the Central Intelligence Agency which they had 

obtained via the American Freedom of Information Act, only to find that large 

sections of the record had been deleted. One of the correspondents, a 

professional journalist, had followed the story through to the Congo and what 

he claimed were human experiments in the 1970s. Both at Heathrow and by 

•r. 

telephone as late as 1989 1 was told to be extremely careful and not to 

'•' ' '• '.' continue publicly any suggestion that there bad been prior knowledge of the 

4.. 
.. 

putative agent which we now know as HIV, or that any government agencies 

either in this country or in America might be implicated. Any written 

suggestions were consigned to a "rubbish" file in the Haemophilia Centre (our 

Nut filet). 

Another warning, this time personal, was given to me as a result of the . 

initial letter (JONES 19854. At the First International Conference on AIDS 

which was held in Atlanta between 14th - 17th April 1985 I was paged to meet a 

Dr. Louis Greenberg ip the foyer. When I met him Dr. Greenberg was talking to 

:' fie.'• 

a medical journalist (I think from dature). He took me aside and told me that 

as a result of the words "It may be very pertinent to the epidemiology of AIDS 

that plasmapheresis centres supplying companies directly, or through the 

services of brokers working principally from Zurich and Montreal, were 

situated in exactly the areas now known to be endemic for Kaposi's sarcoma and 
s ` 
y :, 

other AIDS-related diseases", GRO-D with whom he worked in the 

brokerin; business in Montreal, had considered taking legal action against me 

for defamation. Instead he had decided to send Dr. Greenberg with the verbal 

warning that if he made anything further of this matter he would "ruin my 
cyr 
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career® Dr. Greenberg also said that I should write to Mr.GRO-Dw#ithdrawing 

my statement and apologising. My reply was that it was Mr. GRO-D:?s perfect 

right to question the validity of the statement but
. 
that he should do so 

ra s ' 

through the professionally accepted route, i.e. writing a letter to the BMJ,

.-.-.-.-.-. 
Nothing more was heard of the matter, ;GRO Dj is still in the business having 

acquired further blood resource companies in the United States, He is 

currently supplying plasma to Europe for the manufacture of solvent detergent 

product,

Pertinent to the question of the international plasma trade the following 

documents' are appended (PAPERS CONFIDENTIAL TO DR. JONES: 1, 2, & 3). It 

should be noted that they are highly confidential and that I have been told 

• that No. 1 can be traced back to the person who gave it to me, 

• Most of the background knowledge was obtained in the course of my work with 

middle management who, in the 1970s,.  frequently moved between companies. The 

major companies concerned were Baxter Travenol, Armour, which went through.a 

number of acquisitions and at one stage was under Revlon, the cosmetics and' . 

health care group; Abbott, later Alpha, which is now a subsidiary of the Green 

Cross Corporation in Japan; and Cutter, a subsidiary of Miles Laboratories. 

The other company in the field at the relevant time was Immuno which produced 

Eryobulin, because I did not use their product on grounds of cost I had little 

.to 4o with this company directly. 

Knowledge of the trade initially came from Brian Steer, then the British 
5.
wManager for Travenol. It was Steer who piloted the introduction of temofil 

.into.' the United Kingdom in the early 1970s and who pis referred to ip the first 
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paragraph of confidential paper No. 2, Robert Taub later became a friend and 

associate (he appears as an author in Supplement to the Scandinavian Journal 

of Haematology which we wrote together in Madrid in 1980 (JONES ET AL 1980). Other 

information came from Piet Hagen, the author of "Blood - Gift or Merchandise". 

Confidential paper No. 1 refers to the illegal importation of plasma to the 

United Kingdom and is of especial importance wiLh regard to possible 

connection with AIDS. It cites the source of this plasma as being outwith the 

United States, e.g. Lesotho and Herlize, Obviously the information contained 

in this 'in-house document, which originated on 2nd February 1979, could be 

highly damaging. If possible its contents should be checked against the 

Medicine Commission records referred to by Dr. Acheson in his letter (ACHESON 

1985). If the source of the plasma is not named in the product licences at 

that time, then the information in this document clearly opens the whole 

question of accuracy in the British records, and the failure of the licensing 

`° authorities to adequately monitor the safety of the blood supply at times 

relevant to the present action. 

Confidential paper No. 2 refers to a meeting in September in 1979. 1t is a. 

memo which I dictated to my secretary on my return from the meeting at which 

it had been suggested that I might wish to work as a consultant for the Revlon 

Health Care Group. The outcome of this meeting was that I visited the United 

States in a consultant capacity to Revlon in 1980. My task was to inspect and 

i.; prepare a report on the plasmapheresis facilities run by Plasma Alliance Inc. 

of Knoxville, with particular emphasis on whether they complied with the Food

and Drug Administration regulations (they did in all but minor respects and as 

an independent observer I was favourably impressed). I also was given the 
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opportunity to visit the fractionation plant at Karkakee in Illinois where I 

was taken through the manufacturing process by Fred Feldman, who is sc1ll 

associated with the company. 

Confidential paper No, 3 refers to a telephone call from Robert Taub in 1985 

following the "African connection" letter in the 8MJ, This letter contains 

further information about the importation of plasma from Africa. The crux of 

the matter is contained in the statements ota. page 2 of this report (paras; 2 

and 3) .which demonstrate how the commercial companies got round the PDA 

regulations. This was very simple because all they had to do was to collect.

and : process plasma not collected in the United States outwith the country, 

The only safeguards other than those imposed by the companies themselves were 

the importation controls of individual states and confidential paper No, l 

suggests that these were wholly inadequate, 

In the course' of a. World Federation of Hemophilia Meeting in Milan in 1986, it 

was suggested that plasma was still coming from under -developed countries and 

the involvement of a Spanish company, Landerlan, was raised, one delegate 

s .ggesti:~g that they were still receiving plasma from Uganda I wrote .to 

Frank Schnabel about this and his reply is appended (SC AHL 1986). 

The question of control of plasma supplies has already been addressed in the 

draft reply to the Statement of Claim (page 4) which is quoted here, 

gym, '. , 'As •'a. -result of meetings with the Department. of Health in the early .1970s 

commercial concentrates were made available from 1973. Initially these were 

supplied by Travenol (now Baxter 1€e i.th Care) in the fora of a 'concentrate 
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called Hemofil. This, like the other commercial concentrates, was prepared 

from' plasma of paid donors. Control of this manufacture within the United 

States was initially by the Division of Biologics Standards and was governed 

by a Public Health Service Act and a Federal Food Drug and Cosmetic Act until 

2nd May 1972 when the Food and Drug Administration took over. At the time of 

the National Heart and Lung Institute's Report (volume 2 Regulation of the 

Nation's Blood Resource 20th June 1972) it was estimated that the Federal 

Government of the USA had control of only 63% of the blood fractions being 

manufactured. So, when plasma was collected from paid donors in the United 

States, this collection was only partially under legislative control, and this 

control was proving difficult to monitor. In addition within the legislation 

there was allowance for "short supplies" which were not regularly inspected. 

This allowance was included within the legislation to allow the procurement of 

materials from sources outwith the usual suppliers of•the manufacturers which 

were meant to be routinely vouched for by the manufacturers (who were meant to 

list them), and several of them were outwith the United States. Many are 

listed in volume 2 of the NHLI Report and they include firms in the Caribbean, 

Central. and Latin America, Spain, India and South Africa. Later evidence 

suggests that other countries than those listed were involved in supply of 

• • plasma to the United States, particular examples being Mexico and Nicaragua". 

Knowledge of the importation of plasma from developing countries was 

widespread in the early 1970s and was referred to in Bulletin No. 9 of the

World: Federation of Hemophilia (special issue on blood transfusion and 

: plasmapheresis) which was published in June 1975 just before the 10th Congress

of the World Federation of Hemophilia in Helsinki which I.attended as Chairman 

of am orthopaedic and surgical session. See paper by J. P. Soulier, who was 
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the Head of the French Blood iransfusion Service (SCULlER 1975), Rosemary 

Biggs '(PIGGS 3975), who was then Director of the Oxford Haemophilia Centre, 

Katherine Dormandy (DORIANDY 1975), who was then Director of the Royal. Free 

Haemophilia Centre, and Jack O'Riordan (O°RIORDAN 1975), who was then Head of 

the Irish Blood Transfusion Service. 

In February 1955, following the publication of AIDS and the Blood, it was 

c-le r that there wwa an urgent need to continue the dissemination of factual 

'knowledge about AIDS, but no-one in authority seegied to be doing much about 

it•, although the Director of the Public. Health Laboratory Service, Dr. Spence. 

Galbraith, Miss teller the Chief Nurse, and Dr, Alison smithies, then 

responsible, for blood products in the DHSS, visited New.York after the Atlanta 

meetings I joined them in several of their discussions and later went to see 

how infected childreta were cared for in New Jersey. Draft notes remain of. 

these visits (JONES 1985b Later in 1985 1 approached the DkiSS with the idea 

of holding the first conference on AIDS in the United Kingdom in early 1986. 

.The Department quickly came up with the necessary funding and as a result the 

first AIDS Conference was held in February 1986 in Newcastle. Prior to the 

conference I , visited San Francisco General Hospital to talk • to Dr, Paul. 

Volberding and his colleagues about the conference, at which he was one of the 

prime 'speakers. I also visited voluntary associations in San Francisco, 

including. the Shanti Project, and later used this  as a template for a 

recammenda~iom to the DHSS that they fund a pilot project on AIDS and the
.

cdmmun .ty in Newcastle; this proposal was later implemented as the Community 

Support Centre. The proceedings were published later in the year (JONES 

198641 As part of this conference I presented the available data to 

haemophilia (JONES 1986) Some of the facts given in this presert.ation had 
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previously been published in the British Medical Journal (JONES ET Al 19850,) whici 

detailed our experience in Newcastle. Within the presentation (pp 106-107) I 

raised the question of the efficacy of heat treatment and reported that Drs. 

Brederveld and Levine had seen patients who they thought had sere-converted 

whilst on heat treated material. These remarks provoked an immediate response 

from the Chief Medical Officer (who had opened the meeting), who was no doubt 

trying to give public assurance about the blood supply. Unfortunately Dr. 

Acheson's'response had the effect of blunting the thrust of the argument that 

heat treatment may not be a guarantee of safe blood product, and subsequent 

sero-conversions occurred in patients on the same blood product that had -been 

reported, by Dr. Brederveld to be of questionable safety (Armour Factorate 

heated to 60 for 30 hours). 

The controversy echoed my knowledge that nobody has yet been able to find HIV 

in any factor concentrate, and that all work into product safety has had to be 

performed either by • spiking concentrates with HIV and following viral 

inactivation using the most sensitive methods now available, or by using 

surrogate viruses and showing their removal. Thus it is clear that the amount 

of HIV which must have contaminated the factor VIII and factor IX concentrates 

• in order to produce the epidemiological picture in the haemophilic population 
. a

• was so small that it is undetectable by present methods. It follows that 

• -demonstration of so-called "log kill" following spiking experiments can never 

lead to the conclusion that traces of virus capable of infection had been 

:removed. 

Therefore the proof of completd removal of HIV depends entirely on 

• epidemiology, which in the haemophilic population requires repeated testing 
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for sero®conversion of cohorts of HIV sero-negative patients. Since dry 

heated materials (with the exception of the British BPL products from Eistree 

and dinburgh), were removed from the market by the manufacturers the 

epidemiology has looked extremely , encouraging. However, it has been 

calculated that up to 30 times more exposure with volunteer donor products is 

needed in comparison with the paid donor or commercial products. This is 

because the likelihood of an infected person donating plasma is around 30 

times more likely in the case of paid donors (who are more likely to come from 
r 

u 

'populations with. far higher rates of infection) than occur in, for instance, 

this country. 

The real test of any system would. came when a donor presents shortly after 

infection, is highly viraemic, and is seromnegative because he or she has not 

yet developed sufficient detectable antibody (this is the case of the 'window" 

in which there is no known method of detecting infectious donors). The heavy 

load: of virus donated would, with knowledge of the spiking experiments 

referred to above, be virtually removed by all the methods currently in use, 

including dry heating at 80'C for 72 hours, but there must remain the 

that the trace left would be (a) undetectable by present methods 

of testing either the individual donation or the pooled product and (b) 

capable"° of infecting recipients. A similar position applies with regard to

hepatitis B and hepatitis C, where most of the presently available products 

have been shown to transmit despite negative testing, One of the difficulties 

in air this is that the pooling together of hundreds of thousands of donations

dilutes out, the. infected dose making it harder to detect. This is why, in the 
d, 

case of hepatitis. B, patients are still vaccinated. 
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Subsequent to the conference an article appeared in New Scientist on 20th 

February, 1986 (CONNOR 1986) which detailed the choices open for haemophilia 

treatment at that time. As a result of the controversy I sent details of the 

cases that I knew about to the Committee of Safety of Medicines, and Armour 

subsequently withdrew their product at the Committee's suggestion in October 

1986, when a representative of the Committee was kind enough to phone me to 

tell me of this decision before it became public knowledge. Prior to this I 

had had correspondence with both the Committee and with the Armour 

Pharmaceutical Company, papers being referenced under (CORRESPONDENCE WITH 

COMMITTEE OF SAFETY OF MEDICINES & ARMOUR PHARMACEUTICAL COMPANY). It emerged 

during the course of this correspondence that some of the product was not 

being individually donor tested. Unfortunately the withdrawal was too late to 

save further sero-conversions in Birmingham, which was referred to in a letter 

from the Director of Clinical Sciencies at Armour on 27th February 1987. 

The company were also in trouble in the United States having had to withdraw 

lots of heat treated factor VIII which had been unscreened for antibody 

(NATIONAL HEMOPHILIA FOUNDATION 1986). Furthermore, the late withdrawal of 

product elsewhere in the world was later implicated in sero-conversions in 

Canada which are presently the subject of legal action (INWOOD 1989). 

It is possible that the initial, presumptive safety of products following 

viral inactivation was more because of the introduction of individual donor 

testing and therefore the exclusion of HIV positive donors, than through the 

viral inactivation steps themselves. 

On 17th February, 1986 I wrote to all my colleagues in the United Kingdom and 
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sent them an unedited copy of the paper I had given at the Conference, The 

purpose of this uns to keep them as up to date as I could on the controversy 

as to whether heat treatment was as effective in removing viral contamination 

from factor VIII and IX concentrates as had been suggested (JONES 19Ss~s . 

• Thereafter my time has been devoted to the follow-up and treatment of the. 

Newcastle=. patient cohort, including those infected with HIV, their families,

and where appropriate their sexual partners. All patients have cottinued to 

attend for follow-up, and no patient has refused to be treated by me as a 

result of their iatrogenic infection: After the initial spell during which we 

felt we had to allow our patients to be nursed in the Infectious Diseases Ward 

at Newcastle General Hospital, •Dr. Hamilton and. I made the decision that we 

here sufficiently experienced in dealing with .opportunistic infections and 

fY malignancies to revert to all in--patient therapy being carried out at, the RVI. 

I continue to be involved in clinical research, both with regard to the 

management of haemophilia and to the management of AIDS and its related 

diseases. The Centre is participating in the Medical Research Council 

Concorde I Trial of Zidovudine and an application is before the Ethical 
• 

a':: •Committee for participation in a second t C trial into the compassionate use 

of Dideoxyinosine (ddI). 

I remain one of the four DHSS appointed Trustees for the Macfar.iane Trust, 
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1 have read the amended 33 tate,uent of Claim and the alee..th . athority Defence 

and will ent on both in more detail in the future t. pretnnt it would 

appear that €ny views differ from those expressed in the Health Authority 

Defence in only. two aspect r. Firt~tl , with regard to the go er€ ent failure 

to inpienena_ changes in the blood trans€union service far the use of volunteer 

donor plasma in the 1970s and secondly, with regard to the I . , y Ion of 

KV an ibody testing In 1985. it the question of self -sufficiency hacones an 

IC3ue in court then I believe that the couseneuc view at t i] •a from the. 

Haemophilia Centres will be in accord with ny owe. 

The following is a broader sunnary Of the main poi.ttt.s In my evidence. 

I h. id wan a new and, en'tir'ely u.neapaeated direaro 

7a 
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Its link with blood transfusion only became established in late 1982. 

3, Testing for infection only became possible in late 1994. 

4. Methods of viral inactivation on a large scale were not possible until 

after the infection of most, if not all, of the haemophilic population 

exposed. 

S„ Heat treated materials were not available in the United Kingdom prior to

late 1984." 

6, If heat treatment had been explored thoroughly in the late 1970s there 

is a possibility that it would have been disciontinued or at least 

radically modified because we now know that it does not prevent the 

transmission of all hepatitis B or other infections, 

• 7, Individual donor testing probably had as much to do with the safety of 

blood products developed as a result of HIV infection as viral 

inactivation steps. 

x . 
8. There was no alternative but to continue to treat the underly,ng 

bleeding disorder. .'~ .. 

,: . 9. 
, 

There was a need to assess each individual patient on his or her own 
t

• merits. All recommendations for use of particular blood products 
A,. 

between 1982 and the present day are made on this basis. 
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No human blood product can be gu :ra„t. ed to be completely safe. 

The british Government were a:, fault by holding back the development .;,f;

a national blood 'Tr an fusion Service and the central procurement and 

processing of voluncoer donor plasma in the 1970s. despite assurances to 

the contrary, 

L2. Although h the evidence will show that the chances of muAi"-tr.aa;s1 aged 

patients becoming infected srit.h hepatitis are the same for volunteer and 

paid donor plasma products, all the evidence is that there would have 

been less likelihood of patients receiving volunteer" donor preduclo 

baconing infected with HIV ho fore individual. donor: test leg and v.Lu al 

inactivation procedures get under way. 

i , 1'her-e is evidence char the procedures for licensing plasma products in 

the lace 1970s and early l9$Oa were inadequate and there Is some 

hoc p :sua _ .ahucts from questionable sources were imported to 

this country without t: he i i oi:l.cr:k .'.o of the authorities 

s 

...................... 
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,.E 

dotes on the Rome meetln £ Factor VIZI concentrates and the treatment of 

lase ~ tate of the Art in 1 9 (lg January) 

Dr. Lou Aledort (New York) stressed the universally accepted statement "no 

human blood product can beguaranteed to be com. letel safe", This statement 

headed one of the main debates of the meeting. The other debate concerned the 

question of whether or not we should be using high purity rather than 

intermediate purity products. In general the high purity products require 

~t l 
more exposure to foreign proteins, and therefore antigens, than the low purity 

products and there is an argument that future epidemiology will show that 

these additives are harmful and capable of producing long-term side effects. 

High purity products are both more expensive than intermediate purity products 

and, because the loss of yield- is greater, they require more donations per 

batch. Therefore, if viral inactivation steps do not work there is more 

likelihood of infection. 

John Cash _(-Seorland) spoke about his fears about the use of solvents and 

detergents in the manufacture of most products now in use in Europe, and of 
4: .,o

his concern about the exposure to animal proteins, particularly murine 

ntigens, in the manufacture of the ionoclonal products and indeed in the 

a present products ;produced by recombinant DNA technology, He questioned the :. 

scientific evidence that purity mattered and stressed that if physicians 
1  
`,~ wanted . an increase in purity it had to fi-t the pattern of both availability 

and safety "do not introduce new things to patients until you are sure"

Dr Kernoff Kernoff from the Royal Free Hospital in London stressed that he"would only

now use licensed products because he was not willing to become involved LA 
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further problems of litigation! In prescribing unlicensed products each 

doctor was taking an individual choice which he would have to defend if 

anything went wrong. The only licensed products available in the United 

Kingdom were commercial, Monoclate P (which had just received its licence); 

Humate P (the Behringwerke product which remains in too short supply to 

prescribe); Alpha Profilate; Cutter Koate HT and the Speywood porcine product. 

NHS BY was still not licensed but hid behind Crown immunity. None of the 

other products being discussed at the Conference were licensed in the United 
•r . 

Kingdom. He pointed out that in terms of cost one should not simply look at 

LT, 
the: cost per international unit of factor VIII or IX bur- at the specific 

activity in terms of international units per mg (a higher specific activity 

probably - but debatably - being better for treatment purposes. 

The example be gave was a comparison between 81 and •Monoclate. 81 has a 

specific activity of between 2 and 5 international units per mg, whilst 

Monoclate has 10 times these values at 20 - 50 international units per mg, yet 

in terms of pricing 8? costs the equivalent of 40 US cents per international 

unit and Monoclate twice (rather than 10 times) as much at 72 cents per 

(: •. international unit. 

1~T • 

There was a suggestion that CD4 cell counts were more stable with increasing 

purity concentrates (although the consensus of opinion was against the use of 

high purity concentrates for HIV positive patients, on the assumption that

their immune systems would be less challenged by the massive antigenic 

components of intermediate purity concentrates. Evidence produced by Drs. 

Brettler and Levine from Worcester, Massachusetts when they followed patients 

on Monoclate, was too scanty. 
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Against the use of intermediate purity concentrates was Dr. Harold Roberts who 

prefaced his remarks by saying that haenophiliacs needed og factor VIII or 

factor I . he suggested that the use of intereediate purity products and the 

continuation of on demand rather than prophylactic therapy was the equivalent 

of "striving for mediocrity" and said that both. NIV positive and HIV negative 

patients should receive the same treatment and this should, be of the highest 

quality "in case there is a cure". 

He suggested that recombinant DNA technology, not human plasma, was the future 

for factor VIII production, especially in developing countries and said that 

not toe follow this route revealed . "poverty in the mid" (Incidentally, 

during his talk he referred to the use of plasma collected in Africa). Dr. 

Roberts had been an exponent in 1979 for heated concentrates but had found it 

very difficult to sell this, especially because the Centers for Disease 

Control thought that the cause of '.AIDS was unlikely to be a virus until at 

least 1983 The recombinant product which was, of course, preferable` to 

heated concentrates of human origin could not be used until March 1987, 

following the rapid development from the discovery of the factor VIII gene 

through* to expression of recombinant product by Chinese . hamster ovarian cells 

The phase I study of the Hyland product had started in Dr. Roberts' unit in, 

Chapel Hill with two patients in 1987 and a phase II trial was now under way, 

having recruited 54 severely affected patients (40 of whom were tlIV positive). 

Dr... Brettler in her using argument for .,~~•   high 8 purity -concentrates £or HIV

t positive patients, said that factor VIII concentrates had been shown to have a 

'..: "mild" effect on the immune system. Pour parameters showed charge' 

Sig •e," o. - e 

CD8 counts "tended to rise. 
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2. The CD4 and C1D8 ratio tended to fall. 

3. Lymphocyte mitogen responses tended to fall. 

4. The CD4 count tended to fail. 

It is also pertinent to any discussion on safety that both the recombinant 
•R • 

products and the monoclonal products are reconstituted in human albumin. 

is Albumin has always been pasteurised and the epidemiology suggests that it is 

extremely safe, but the same arguments could be used for this product as for 

the factor VIII and IX concentrates, espcially in view of the fact that long-

term follow-up after the use of albumin is unlikely and anyway rates of 

exposure are extremely small (the most common use of albumin is to correct low 

blood volume in cases of shock). 

• Dr. Aledort reported that because of the difficulty in knowing whether anti-

viral measures work there had been a trend to apply more than one method to 

~.' the concentrates. For instance, chromatography (whether by hydrophobic 

interaction, the use of polyelectrolytes or the use of affinity 

• chromatography) had shown that viral removal was not complete. So another 

step had had to be added LO manufacture. Depending on the product the second 

step was either partitioning in the case of gammaglobulins, ultra-filtration 

(which had been thought to be only of use for cells but was now possible for 

viruses without clogging up the cellulose layers of the filters) or physical, 

including the use of heat and solvents. Other physical methods which had been 

explored were the Ise of ionising radiation from a cobalt 60 source, or UV 

light. Biochemical and chemical methods included immune neutralieat..On, the 
~M1 . 
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use of ethanol, the use of solvent detergent techniques and the' use of beta 

propiclactone or other chemicals. A recent development had been the use of 

light pulses -- a spin-off from the "star wars" programme in the United States. 

It relied on photosensitivity and an interaction between UV light and various 

drugs or dyes (cf psoriasis treatment). TO date it had been shown that pulsed 

light of low intensity might be capable of clearing virus from cellular blood 

products. Lastly, there was the possibility of removing viruses by monoclonal 

antibodies» 

There were potential difficulties with all these methods and there may be 

other viruses which have to be removed from products as well as the murine 

virus from mouse antibodies used in the preparation of monoclonal products. 

Dr,, Aledort cited hanta virus lymphocytic chorio-meningitic virus, reo virus 

type 3 and Sendai virus. He also reminded the audience that stabilisers added 

to. products during manufacture to stabilise factor VIII protein t.o heat or 

other methods were also capable of stabilising viruses. 

Dr, Nannucci gave a list of products now available on the market (appended) 

and reported , on the number of sera-  conversions that had occurred since viral 

inactivation methods had been introduced. Of 125 reports of sero-conversion' 

worldwide 22 met the strict criteria of the Centres for Disease Control. Of 

these 5 were the result of the use of a concentrate heated at 60& for 30 hours 

(this would have been Armour), 10 implicated this product but the product had 

:'not been used exclusively, and 7 implicated other products. Of the 7 one 

patient had sero-converted after a product heated at 6C° for 24 hours, one 

patient after exposure to blgod product heated at 6O for 72 hours, one 

patient after Alpha ?rof i Late which had been heated at 6Oa for 20 'hours with 

the addi.ion of heptane, and one patient after another. Alpha product heated at 
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68° for 72 hours with heptane. The remaining three patients of the 7 had 

received 3 or more products. 

In the prospective study which had started in November 1985 by CDC (Dr. Dale 

Lawrence) 1489 HIV negative patients, using over 100 million units, had been 

followed without sero-conversion. In 1989 these figures had suggested that 

there was a chance of sero-conversion of less than one case per 4000 treated 

patients per year of therapy with presently available concentrates. 

However, post-transfusion hepatitis was still occurring. To date 181 patients 

had been studied prospectively in a previously untreated patient study 

fulfilling the criteria of the International Committee on Thrombosis and 

r.t .,.̀ 
Haemostasis. Nine patients of the 181 had developed post transfusion 

hepatitis, giving an attack rate of 5%. Hepatitis had been reported in a 

range of products, including Behring, New York Blood, British BPL, Bio-

Transfusion, Hyland Monoclate, Armour Monoclate, Immuno Hot Steam and AIMA 

(solvent detergent). Alpha heat and hoptane products had transmitted to 5 

cases and Immune hot steam (made in Italy) to 4 cases. The discovery of 

hepatitis C and the development of the antibody test should help to reduce 

post transfusion hepatitis but there had been a suggestion that there was also

a non B non C virus without a. fatty envelope and which could therefore be 

resistant to solvent detergent. One of the difficulties in applying the 

hepatitis C test would be in the prolonged interval between hepatitis C 

'infection and the appearance of the antibody which on average was 22 weeks 

,.r. 
:(range 10 - 39 weeks). There is an analogy here with HIV infection. 

Answering the question of why heat treated material had not been made 

generally available in 1979, Professor Mannucci stressed that although it 

seemed easy to say this in retrospect, at the time there was not euffiCi,oAL 
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evidence 
for manufacturers to apply heat generally and that heating had been 

considered to be potentially dangerou . (In any caoe prior to HIV infectioix 

heat would have been shown seat: La be conpietel.y effective 'in. preventing; 

• 'heati'tis transmission and might therefore easily have been • abandoned 'in 

favour of other methods) . '"'There is no progress without mistakes', 

Finally, the application of pol.yaterase chain reaction (PCR) testing was 

mentioned briefly, 6nly to say that the state of the art was as yet imprecise 

and 

that- positive results may simply be picking up parts of the virus which 

were ;non—infective. The Lecbnology was "not yet established" Having said 

" that there was one anecdotal report that a fourth "generation monoclonal 

4. 
ppodurt had 'aeen found  to be, PCR. positive, 

.a Via• • " 
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ADDENDUM TO DRAFT OF PERSONAL RECORD 

SUROBLOOD 
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On• my visit to. New York of May 1985 I met with Dr. Pindyck, the Vice President 

York Blood Center (310 East 67th Street, New York 10021). -Dr. 

Pindyck was the Vice President of the Center and had responsibility for the 

Euroblood programme. This was started in 1973 with the object of importing 

ed cell concentrates from Swiss, German and Belgian Red Cross because of the 
tail

:, • shortage; of red cells for medical and surgical programmes in New York city, 

• ' which does not have enough volunteer donors and has to support nine medical 

• schools. One of the leading European members. of Euroblood was Professor 

Hassig. The Euroblood programme is referred coon p 142-143 of Hagen's book, 

"Blood: Gift or Merchandise". He cites an import of 200,000 units of red 

cells per year, accounting for one third of the New York metropolitan area red

.;` cell supply. 

! i, = The New -York Center is a non-profit blood bank with a distinguished Board of 

£~~.•: . Di.rectors, including doctors concerned with haemophilia care, in particular 

'Dr•. Margaret Hilgartner, and the importation of red cells perfectly legal and 

4 'P •.,under FDA inspection. However, there is verbal evidence that Professor Hassig 
r. 

a foot in both camps supplying red cells to New York and' plasma for

' ;: -•commercial fractionation via the Lessine plant of Baxter Travenol. 

ii 
' I:- :•y y. ;;., 

, 7̂;~:~•.'t, ? I have added this addendum to show that the supply of blood products is more 

•a ~... -,.: ;,cov►plex than the commercial factor-VIII market with predominant supply from

The United States to other countries. If necessary I can obtain further 

• information from the New York Blood Center on the Euroblood programme. 
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