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In 1872 1 was appolnted Qonsulbtant Peediastrvicien to che Hewcascle Area Haslon
Authority {Tesching). The major part of my responsibility was a rTegionsl
commitment to the care of children and adults wich haemophilis and in 19%3 1
Look over Lbe cars of all pazients in the Region on the retirverment of Dr. You
Boon, Gongultant Physicisn ac the Royal Vicroria Infivmary. 2r che time of ny
appolntmeny there was no special avcommodation ser aside for a Haomophilia
Centre in Hewcastle and patients were seen on an ad hoe basis, The adulls
were seen sither lo general outpatients by Ur. Boon or one of his junior sts
oy on Ward LZ. Children were sssn oun Ward 8 or in an outpacisnt clinic
starved in the Attic Laboratory of the Department of Child Heslch in 1966 wore
I was working for my docverare in fero-maternal bleading. 1 was not until
April 1874 chat accommodaction bocame aveilable in the BVI. Prior 1o that date
I had been wovrking with the help of 8 pave-time soclal worker, Bill HMorpan,
and & dentist, Reanie FPorvecus. In 1973 Sister Maureen PFearns was appolinted
and she 1s still employed as Qlinical Yuvse Specialist to the Hagmophills
Gentye and the Depaviment of Haemarology. Tn 1878 Dr. Persr Hamilion joined
the staff as Copsultant Haematelogist asd Co-Director of the Haemophilia
fentre. He is presencly Hoad of the Departuwent of Haematoloxy. Ur., Hamilton
has maintaised g special  iaversst  din  hepatitis  and  liver disease  1in

hasmophilia,

Prioy to the establishment of the Centre in 1974 most treatment had been with
fresh frozen plasmwa or cryopreciplitate. In 1973 che government had licesnsod
the first commercial factor VIII products for use within the Unitfed Kingdowm
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'":pecause there was not enough native product prepared by the Elstree

Frectionation Plant. Three .commercial firms were involved (Baxter Travemol: - .

-

—7“Hemofil" ' Immuno' "Kryobulln '} and Abbott, mnow 'Alpha: "Profilate")'- Ip

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

»

the treatmEnt of haemOphllla (JONES 1975£D In that report I pointed out that,
Py _.the factor VIII c0nceutrate (termed ABG or auti haemophilic .globulin at that'
time) produced at Elstree was 1n ‘very- short supply nnd that this p031t10n

would continue untll sufficlent plasma was forthcomlng from the Regions and{

“ulxlstree was able to process 1t. The report alsopcontained the information

"-that the doctors concerned wlth the treatment of haemophilia in the Northernﬁ"

‘o. Region had agreed that all snrgery. management of complications. and com:rol'
‘14 : .
"of the home therapy programme 'should be the responsibility of the Newcastle“

i Qentre . This working.grrangement remains the same in 1990,

‘..1A 19?3.180 patients with haemophilia were known to'the Newcastle Gentre; bf
‘*}1" of them ‘being aeverely affected. vIn.1973 it was estimated that ‘the ueage of
factor VIII per severe haemophiliac was 12,500 units, in the year and in 1974

16 430 units.:_ This figure was . 1n accord wlth figures from the UK Centre-

¥ Directors. the HRC Hbrking Party and figures for both Scotland and the USA

A

;ﬁ these figures ranging from 12 000" units per patient per year (UK Centre'
Directors prior to the 1nst1tution of home therapy programmes) to 20, 000 unitsg' i

e A..< o ".;'. ..... " . ;

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

Newcastle in’ 1973 and by November 1975 43 patients were on that programme at a':

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

-é ',
S A ey ie

-£or‘ he following years 1976/77 ‘it was stated' that there was a waiting liat "
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hult_horit:ies of the effects of the continuing shortfall. I covered most surgery
‘ﬁinh locally prg‘p;:ed ,Cryoprecipi:ate, -although I 'expecr.ed to hatve to use
,l;increasing amounts of commerclal concentrate as more and m(;re of r.ﬁe éource
a produt.:t (from which cryoprecipitate is made) was needed By Elstree for
":..f'fl"‘atc'tj.onatiom‘ |

, - . L : L . ]

. ‘l’here was a comment in this report that I was knowledgeable about potentially

harmf.ul side ef.fects ‘of the use of large amounts of factor VIII cam:entrate.

From the 1nc‘e.ption' ‘of the home therapy programme in 1973 all concentrates
.\’ ,:‘v_ilsgut‘-:c‘l to patient_:s have, bg:en accompanigd by the reievani: company datz;l '1nse'r;:s
8 ‘h"éﬁiéh'have alwayé included warnings ahadt hepatinis. The only exception to

this was with NHS factor VIII concentrate for which there was not init.ially

"such an insert.

The start of the home therapy programme in 1973 and the opening of the Centre'
1:?1974 's‘nould be seen in the context of the development: of the principle of
; comprehensive care.l This meant that: a programme was designed to cater for all, .

the needs cf haemophilic patients and their, famllies. The subject was

addressed in an article for Community Hedicine in 1972 (JONES 1972) entitled‘

“Answering the needs of haemophilic children and then: fmlles", and ‘in an
i article on Nuzjs_ing the Haemophiliac” published in l:he Nursing Mirror (JONES

L 1973

"In order to plan ahead for the needs of people wit:h haemophilia a research

e )

N assiatant was employed to question all the families and seek t.heir adv:lce. I~n

':-pc.t_;ober 1973 the xjesults, of the survey were presented to the Second Europedn

3
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Mecting of the World TFederation of Hewophilia in Heidelberg (JONES & LEWIS

1974); and published in wore detall in Haemophilia llome Therapy (JONES 1980 &)

With cthe cstablishment of comprehensive care and the understanding thal
sufficient factor VIII would be forthcoming from abroad for the home therapy
programme, the thrust of work in the Haemophilia Centre at this time was to
ensure that families were eble Lo take advantage of the newer management
techniques. I was aware of the side effects of transfusion, which werc being
carcefully monitored through the Haemophilia Centre Directors organisation,
with particular reference to the causcs of death in the haemophilic community
in the UK. it becamc & feature of tlhe meetings of the Directors that na
significant rise in death duc to liver disease was reported year allter year.
In the mid to late 1970s it was thought that the long-terr sequelae of
infection with hepatltis were probadly not going Lo he severe in the mwajaricy
of patients, and certaluly were outweighed hy the need for quick and effecci e
treatmen:z with facror VIIT concentrate. Despite this apparently relaxwl
attitude the Directors did lollow up reports of morbidity in patients ard
continued Lo express their disquiel al Lhe iaportatzon of Lactor VIII whica
had beer made fLrow the plasia ol paid donors. This disquiet is shown in a
series of lecters to tne Lancel (BIGGS 1974, DORMANDY 1674, JOMNLS 1974 INGRAM

1974).

Thus, in 1974 in Lhe course of follow-up of batches of commercial conceantrate
which were i1mpllcated itn an oulbreak of Jjaundlce Ln Rowroeawuirh T became
involved with correspondence with both Dr. Craske and with Jr. Holgate, the
Principal Medical Officer of che Xedicines Bivision al rhe DHESS. The

implications of the use of commercial factor VIII concentrate were spelt cut

4
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m a paper produced by Dr. Craske, who at that time was workmg for the Publ:.c_
‘Haalth Laboratoz:y at Poola, and the docturs in charge of the H.aemophilia:
;-'.""(;ent.;'a at Bournemouth, Drs. Dilling and Stern (CRASKE BT AL 1;75). ‘In a drgfc-
d ;‘)a:p'evr'c_j.rcula‘ted to the Directors they stated that "there seems to be a marke‘dv
.- ;’p“:\rease in i:he_( risk of post-transfusioen hepati@:is when soma "baétiches <;f
f%‘?l'-':"" L..;:p;gz;xercial 'ffeéz’e;dried .factor VIII comncentrates are used. This must .be_."‘
) " balanced against the undoubted advantage of the freeze dried product against)

~

- clryoprecipitate“.j :

" In a letter to me of 23rd August 1974 (HOLGATE 19744) Dr. Holgate mentione(i_
“v. "éurrent tests vhich to the regret of any licensimg authority fail to y1e1d- ;
.clear black and White, positive/negative answers . He went "on to say .that‘

'.";l.nsr.ead as might be expected when batches and: material are obtainead from'

:.pools of donors one obtains a range of - antigenic content and has to. aelect:
'\some arbitrary level from which the batch is classified as positive and ot vto '
bé'-ﬂd_i's;ribut;ed.v We may be working on too high a level at present; but all this
:l..sl" still very much in the development stages and therefore we are exttemely "

'_ig.réit)e'iu_l to obtain .any feedback information".- Dr. Holgate later clearly 5ets',(

outthe dilemmd when he says in his final paragraph that the Hedic:i_nes‘b
'.:D:L\;:Lsioh were at t:hat: time working with a spectrum of positivity; one could' A
,‘.::-.very ezsily sa.y thal: one is not going Lo accep: any batch with any sign of:-;* "
. ppgit:ivity at ‘91;, in which case we would probably ‘get nome at all”, I
f’r«éx;lie&'i to tﬁis iét;ter of 18th December (JONES 19745) This 1etter concerned“

_,j»-,jboth the question of degrees of poaiciviny and a related worry about: the

i -;‘healtb ot' staff reaponsible for glving potentially contaminated factor VIII-'A

-producta. . Dr. Holgate replied on 2nd October (HOLGATE 19745) and thereafter

reporca of putative 1nfected batches producing -jsundice 1in olr patient
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eopulation were sent te Dr. John Craske. Im June 1975 I sent a circular to my
i;?{.' colleagues in the North of England on the 1mplications of factor VIII
5~;.j? concentratea and hepatitis (JONES 1975@ It is salient to-later discuasion.
', | that we had good knowledge both of hepatltls in tha ‘commercial comncentrates
‘ and in NHS concentrates :ln the mid 1970s (INGLIS 1976) and in 1977 see ..

(MAYCOCK 1977) a letter from Dr. Maycock to Dr Murray, who was then Dlrector

] -'-"of the Newcaatle BTS, about. hepatitis as a result of com:aminat:i.on of one of

the Elstree batches i

I .~l “ -

implemem:ation ‘of . hone therapy, ‘I helped 'ehe Medical Correspondent of the
Yorkahite Poat construct a serles of articles’ which won him t.he Cmpalgnlng_‘
Journalist of the Year Award ‘for ‘1.975. The first series of art.iclea waa

publiahed in January of that year (KING 1975). 0: particularv relevanee' to-

'currem; d;scussmn are the following obeorvations.

p 'Ihe famly descrlbed an Tuesday, 21st January 1975 are now all dead (the'.

- -

mother as a resulr. of cancer the father from a heart attack and the son

7 ‘Andrew frpm_AIl?_S) Within the articla referring to this. family. who had

" been om home therapy for a year, it is stated "with precious. and

_“‘ . exbetisive supplies of fec'nor VIII concentrate nestling 4n the family =

fridge the Atkinsons have managed to put behind them a long and bitter

- nighr.mare" - o Andrew is one of l;he few lucky ones - ome “of t:hose

. 'jrescued" by the goodwill of the Newcaatle Regional Health Authori,ty

'

which has made money available to combat suffering from the ahortage of

“';“,"'." the NHS produced factor VIII drug . . . all-over Britain thousands of

0y
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.. haemophiliacs cannot command the same treatment".

N ws <
- - . - '
o EX N

T "That haemophiliacs cannot get the drugs they naed ~ although there are

',HV:_ ample supplles ~ because it is too axpensive to be freely prescribed on

the National Health Service .'

f?"Aa far. aa cryoprecipitate is concerned- supply’ cannot meet demand. Ap
';The£e has never ‘been enOugh to go round and llttle has been dcne &o
}eorganlse tbe aervice L ;; . factor VIII to, a haemophilia patient 13
:fliterally his expectatlon of life, says Pr. Rosemary Biggs, Director of
. the world 8 largest Haemophilia Centre at Oxford: where much of Britain s,
;:;uééesaful pioneering work was dome". 'IhW- differencesA het:x.:eetrﬂw
‘cryopxecipitate and consentrate are describedvand the question raxsed
' about why it is said to cost more to produce faccor Viil in Burope than

in.America vhere donors have to be paid.’ The Hinianry (Dr. David’ OWEn)

reaponae is also: publiahed at the end of the first of these articles.

’ﬂIn the second article Dr. Rosemary Biggs ia quot§d as saying "those who
éixcreat haemophilia patients in the United Kingdom have of . necessity 1n
'f T{ che paat coleraced the chrcnic under treatment of thelt patients andL
have put much time and effort into spreading :ﬁe 1nadequate amounts of
::;; cherapeutic material thinly a0 that deprivation should . be leaacji

A

" damag1ng A Essential but nou urgent’ operationa h;ve been and are st1ll
being postponed .w; ‘; Ehe }1nanc1a1 argumentﬂtakes ne .account of thezi‘
misery aud an11ety attached to frequent painful epiaodes ‘of bleeding
‘::3 and inability to hold a normal place in school and society. In the long

run it uill prabably be fuund cheaper to -pay for theae patients
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treatment rather than to pay for the 1nevitable consequences of under

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

‘Sdpplies of commercially produced factor VIII concentrate within the

United l(i.ngdom ‘but ‘most Regilons did not have the money to pay for 1t.'

Dr. Biggs went on whatever solutlons there may be for problens of thzs

) . f sort ‘in general some 1mmediate solution should be found for the
ridiculous impasse of on the one hand, large available stocks: of,
therapeutic materials locked up in stores because no-one will buy them

L - ta, . ."

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

';5 Blackburn. who was the Ghairman of the Haemophilia Centre D1rectors, wss-
'.., -_' t;uo::ed. as' sayihg "those of us in cherge of ~haemophi_lic patients -noA
! ';longer feel Qe'can toIerete the under-treatment df these batients. Also'
.'i'galllng is the fact that major research 1n‘the United Kingdom, resulting
?i“};}' in ‘the acqulsltion of knowledge to treat haemophilic patients properly'

- ;‘by modern standarda cannot be fully 1mplemented for reasons outalde thei

:?' 'J.QQY-f7control Of HaemOphilia Centre Directors 'c' The article sets out _the
tliz srgument for praperly'fundlng the NHS to produce natlve material and I
.“[;.am<quoted as saying "the ‘majority of haemOph111c patients only becomev
'f?phyeically handicappsd bccauso of. inadequate treatment over the years ;
l'Nlth adequate supplies of factor VIII concentrate there can be no excuse
" for this. The resources must be made avsilable : I am also quotee.as'
'isaying that I could no longer wait for the situat1on to improve within‘
iphe NaLional Health Serv1te. "Faced with the dilemma he approached the.

'f‘Newcastle Regional Health Authority. After celling them "’ that he . felt ‘f

; 1:morally and ethically obliged to provide "home treatment with commercial*

X “',concentrate for urgent cases, he won their backing". The artlcle points

g ,.; Hqut_that Elstree and Edinburgh "receive insufficient plasma from the BTS

WITNO0841007_0008
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.* to produce more than a trickle of toucentrote. most of which is used
n“locally. I am quoted as soying the answer lies in the reorganisation

of the British Blood Transfusion Service, Personally I am not prepared

: to wait for that reorganiaation or for a British product to become
.;available in’ sufficient quantitiea. When 1 see my patients growing up
and suffering 1 an convinced that home therapy is the only answer. 'll‘he X
§ tzsooner a patient traats a bleed the sooner ‘it stops and the less
o concentrate it raquires . The fact that British research advances have
'fi ot been propetly exploited is, says Dr. Jones,, ‘"the same old British
Z.P:stoory, no-money‘to!develop anything". Dr. Biggo oent on to sa‘y "1 think"
v':'it is absolu'tely soandalo'oo. The material should be as available for'
o .British patients as anywhere in the world, especially as we were' so
o 1nstru}mantal- :l.n advax_xcing _tha tr‘eatment. Of ‘oon\r_‘se'other people‘osed‘

. ' .the information, what we do is published and intefnationally vavailable"'.

Hannucci the Medical Director of the'

or 'nave Do access to the most modem form of therapy (home treatment) for lack -
,of availability through the NHS of the commercial freeze dried concentrates.,'
::illustrate the absurdity of 4the situation, :Ln my country (Italy) which
atorted no earlier than 1968 a modern programme of haemophilia care basically |
;derived from that existing in the United Kingdom. the commercial freeze dried ]
:conyentrates ax.‘e availahle free of charge to all haemopbiliacs covered by the

,qocial security‘syatem. The concentrates, wh:l.ch can be obtained at the‘

r:homista, with a prescription from the’ Haematologist, make home tredtment very

WITNO0841007_0009
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eimple 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
P (KING 1978) at which time I was Chairman of the UK Home Therapy Horking'Party.

During my time as Chairman I produced with my colleagues in Newcastle a

Handbook for Home Therapy for use by other Centres (JONES 19784) antl also a
‘;eport on Raemophilia Home Therapy in the United K:l.ngdom between 1975 -76
,","i(JOHEqS ET AL 1978). In tlu.svarticle I am quoted as saying "the problem :Ls
= thattoo little money has been invested in making the NHS self sufficient in
'\_,. il f_ectei‘ VIII produétion in spite of assurances to the contrary . . . Even now
J :-""He‘alth Authorities throughout the country are having to rely on imported

- viad : sqpplies of expensive, commercially produced factor VIII".

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

: S

‘-‘-,-".' of Haematology (Mr. Oxley and Mr. Cox) we tested all available factor VIII
_products in the laboratory in order to try and eetablish any reasons for
choosing one rather than another. This study was iniciated as a result of a

1

price rise by Baxter Travenol which resulted in more expensive Hemofil the

'..~eommercial concentrate we had been using to date (JONES ET AL 1977). As a
teeu‘it of the in eitro work it was decided to do a sniell in-house study on the
v,‘e-ffects of two other concentrates on patients and they were invited ‘to ”
: part1c1pate (JORES 19788). The object of this study was to ensure th_at

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

._l_;'_a"lf-; life from’their treatment. -The work was published in summary as iaart of

-{’;f;,_’,. 'ai-"g.,e‘ger‘_al discussion on side effects in 1980 (JONES ET AL 1980).

10
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scandinavian Journal of Kaematology. 24, suppl 31). ,_Ir, is pertinent to later

., ’ published work :hat I remrked “a clinician should at “the very least, be

-

"ware of what he :L.s injecting 1n|:o his patien,ts in addition to factor VIII and

In Hay 1977 a second raport ‘was prepared to l:he Newcastle Area Healt:h
u“thority (Teaching) (JONES 19776) It was poi.nted out. that progress in the
‘roduction of a national volunteer donor product had been slow. and t.hat the
pplyﬂ remained very inadequate 1n evary Region, the qhantity of Elstreev

product only fulfilling ahour. 202 of the demand at the time. It was also

Région were on or starcing home cherapy, thia being the total number of‘

. ianging frcm 35 000 units (USA) to 129, 000 units (West Germany) The péper"

7"re?lace ‘on dema,n therapy. At the time of ‘the report 5 commercial p:coducts '

wqre_available (from Travenol Cut;t:et, Amour. Immuno and Abbot;t) Within the '

‘;';')ﬁéﬁﬁlaéién_df-ﬁéifl donors. Having weathered an .6iiqb:"eak of serul hepatitis

Ce e e 11
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L -»"wit.hﬁ'Henofil we do not want .to .increase the theoretical chance of further

o inf'ec'tion".- It is also interesting to appreciate from this paper the

‘e -

>'-,f comercial outlook of big companies like Travenol who were involved in

‘._l‘._w ‘_ :importation of blood proc_lucta. " As a doctor I was having to learn that blood

,:}’to‘fluc_ts were regarded as simpl'y,‘another market commodity. For example, in

'a'n"swer 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

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

"‘e",.'f' in terms - of products and sarvices in all fields of infusioh therapy.
v‘ a

2 "f,agreement of overall contract ‘terms and cost effectiveness and savings
-« ,'.\ ';¢ 4 "

Hemof,il 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 19793) shows that
— prophylaxis was having an effect on ‘the average number of factor VIII units
;:“w»' per patient per year but that the figures were still in keeping with the

United Kingdom statistics 59% of all the concentrate beins-used in 1978-was_

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

K

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

o

TN

b-.icountries (about 50% of usage in. the Centres 1in the USA and ZDX of the major

-X,v':C‘entree in Germlny) In view of an argument being put forward at the time,

o JTd,

"_‘
STt 4.
g7 AT AL

‘j-_principally by people working in the Blood Transfusion Service (cf John Cash),

Tl
=

Al S £

v

,
L

. i b
et

7

'( the comment on page 2 of this report about prophylaxis is interesting "'we hope

that, at 1eaet in the . long term, the use of prophylaxis will reduce the

e ~overa'11 requirement for concentrate“

Ay TS ".. L . -
v - A ‘e . §

12
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' The report concluded ° there ie ne hope that in the foreseeable future we will

'become lees reliant on commercial concentrates. Dr. Lane. the new Director of

: h -Blood Products Laboratory in Elstree. last ;month reported to the

. Haemophilia Gentre Directors of the United Kingdom that, without @ government

FARE

>investmont of. £25 millionm, it would not be possible to increaee capacity". It

fis?also salient to note that “we have deliberately revised our policy of

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

:fnwe now bargain fot the lowest price, for any product approved by the DHSS from_

fifany manufacturer ‘ .

reletion to the 1nc1dence of AIDS becauee ic has been suggested in eome

T, quartere that the hiaher 1n¢1dence of AIDS originally reported from Newcastle
'ﬁffg. wae a ditect consequence of - higher use of imported factot VIII concentrates

;"jt 2k within the Region. That this 18 not so ‘is preeented in the appended £igures

thich ehow that the rise 1n facto: VIII usage within the Northern Regiou was

geepins with the test of the United Kingdom betweeu the years of 1969 and

1986,_‘ The figuree were preeented to the Regional Hedical Officer on 23rd

*Pebr ‘ry 1988 as historical record of the ‘use of factor VIII preparatione in

ythe Northern Region since 1969.‘ “The request for clarification cdme from Dr.
3’Dona1deon as part of hia response ‘to the Hember of Parliament Jim Cousins on

3rd~ Deoember, 1987 (JDNES 1988) (This lecter 4130 containa 1nformation

..4.‘

Ltd puhlishee~ the ﬁirst eeition -ef_ my book, Livihg with

13
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Haemopbilia The book was uritten with some trepidation because it was not
geqerally accepted at that time that patients should be given full knowledge
about their disorder and its possible complications. Vieus about haemopbilia
i't:he::ap'y in 197b_differed widely and home therapy programmes were only just
fgetting ‘ under way. It was.thetefOte pleasing to find that the general

) 'reaction to the book both in this country and abtoad, was very favourable.

';n;;-. ‘The book won an American Journal of Nursing's Books of the Year Award, and was
{ﬂ“ o translated into seven 1anguages and was one of the reasons’ for tbe award of
e, L St

’ the Hacfarlane gold medal by the Haemophilia Society in 1981. Two further'

. -
bt .

;47 .‘f'editions have néw been uritten. the second edition being published in 1984,

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

translations into Danish "and Dutch Publication of the book was followed by

invitations to speak to people with haemophilia and their families throughout

:;i’,‘i the uorld and resulted in extensive travel and opportunities to keep in touch

_4 i

with the management of haemophilia in many countries.

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

f?_f_ "¢ one of the aide effects of blood transfusion. The passage gives the generally

I;accepted view at the time about hepatitis in that "the effect of the virus

’-adependa_on'its virulence and on the response of the‘recipient. Haemophiliacs

?r,seém‘to have a high response, probably developed as a result of repeated blood

‘\‘

trsnsfusions. Although many:have.the antibody, few have had severe jauudice

f @'i, due “to serum hepatitis. “In the unlikely’ event of ~jaundice affecting ‘a

A

aemophiliac it is obviously very important to establish the cause The

i

question of side effects was also addressed briefly on pages 164-166 when the

‘genetic cloning of factor VIII was predicted. ln this passage it 'is stated

'..,r,,\

o that K synthetic substitutes cut down the cost of preparation and can be

14
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Lcaiiof-eede to reduce the number of side effects, to extend activity and to
eeee edministratieﬁ". :Ic should also¢ be tioted ih view of the‘allegetion made

 7«§thhe plaintiffe that there has been a lack pfxebmmunicazion between” the

'H”:betient population and thei; dectors. that this first edition concluded with

."-rthe sentence "progress cannot be one-sided; "increasing knowledge and.

e fqpplicatiﬁn require the understanding and mutual tespect of both patients and”

afjtheir advisers .

{I;f1§76 progfess ﬁith home thérapy was repbrted“to“the 11th Cbngress of'tﬁe
rld Yederation of Hemophilia in Kyoto (JONES 19764)and in that year I nade a

‘ -proposal to the Uorld Pederation that they adopt a. standard method of
following outpacienta with haemophilia; Thia method was subsequently

E '\Q’
o

published as a small booklet called "WFH Hedical Records and Data Collection

and many of the auggestions uithin it " have sublequently been used by

- Haemophilia Centres throughout the 'world. -With reference ‘to the current;
accion, this record syatem (page 39) was designed’ to ‘take account’ of aide
Efi"effects, including-lymphadenopatny and enlargemen:“of 11ver or spleen, the

comment being made that the icams on the checklist for follew—up reflected

ehnqrmdl physical findings already being reported 1n the aeverely affected

multi transfused haemophilic pulation. The follow-up treatment cards

{':mencioned in tbis booklet (page 47) were 1n use 1n the Newcastle Haemophilia

E

Centre from 1976 and still form the basis of follow-up of blood product usage'v

- e

'ﬂ‘ 1n our patienta (the "green cards") . The primary aim of preeenting such a
funiform approach was "to define possible long term risk of intenaive multi—

ipk.f; 'donor tranafusion therapy, and 1n order to provide a background for debate on‘

.

the rational use of - blood product resources. patticularly in developing

'} countries without fractionation facilities" (JONES ‘979ﬁl :
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In 1977 T wrote about currene haemophilia management in a paper entitled
"Befelopnent and problems in the management of haemophilia:' in Seminars in
Haematology (JONES 19773 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 lyophiliseq concentrates into the

, Unieed Kingdom in - 1973. The article pointed out 'that the incidence of

* hepetitis' had declined following the introduction of individual doeor testing.

In 1tI sfated "while we disagree with the suggestion of C_raske et al that

\,_.. 'comneercial concencfates be reserved er the treatment of life—threatening
| bleeds and to cover major surgery . . . it is our. practice to restrict young

children and.mildly affected haemophiliacs to crfoprecipitate therapy. The
article continues "more worrying than these visible outbreaks of infectionm,
. whieh were expected because of the large doner pools needed for source

A mat'er:l.al‘. are the possible long term effects of frequent transfusion therapy

'wi.t‘h iyophilised concentrates. Several viruses may be involved in post-

;",_."» .l'. transfus:Lon heaptitis. among them. cytomegalovirus, eﬁd probably other as yet
, unidem:ified hepatitis viruses. Whether or not repeated exposure to these or

\*.. other agem;s will Tesult in a r:lsing incidence of chtonic liver disease

remains to be seen, but the haemophilic population at risk should be regularly
n ,v,s.c:_eened for evidence of sub-clinical abmormality". |
~ ~:H_:Th_u's‘ et this stage the general mpx.f_ession was stili' that exposure to factor
;y‘*“j"',"EVIIII"’concentrace made from the.plasma of paid d6no;s was more likely : to
o ._'t.f'ansmit infection than a volunteer.donor supply. One reason for this view

was that the commercial concentrates were prepared.from more donor's than the

16
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voluqteer concentraces (BIGGS 1976). In a report prepared by Dr, Rosemary»
vBiggs on behalf of the MRC in 1976 she had stated "the NHS' freeze—dired
-concentrate is an intermediate potency preparat::l.on made from pools of plaama

derived at pr’es‘ent from pools of from 200 - 750~blood donations . . .

- commercial factor VIII concentrate 1s available from several companies and

-"each batch is derived from 1000 -~ 4000 litres of plasma c¢ollected byv
' .plasmapheresis from paid donors. Since about 400 mls of plasma is derived )
from each donor, each batch containes plasma from more than 2500 individual
donors. ’ The - (commercial) mar.erial is of higher ‘potency than the NHS

conc entrate »

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

o _"dﬁ'octors concerned v.rith haemophilia: préa‘tment have “to address_ when -they
.p‘reeeribe a eoncenr:rate. the ,quesr.ion of yield. "A characteristic that must
be"‘é;nsidered ;Lé. the loss of ectivicy of the;verious preparations during

e :"‘f?aetionat;l.,on (table 3). Naturally there is little loss during ‘c‘ne'
’ ipre}méfation of plasma. The preparetion of cryopreciegtaee and NHS concentrate
'Ln\}elvee some losg' of factor QIII but the loss f;roe the NHS'-freeze dried
cbeng:e;trat:e is less - variable than that froni “the preparation of

\. “J'.,crye;recipitat-e. The preparatiou of the comercial concem:rate iuvolves more

: loas of activity than does that of the NHS freeze dried concentrate. 'ﬁ-lere the

llS freeze dried concentrate converted to “"high potency preparation similar

to that made by commercial compam.es, about twlce as much plasma would be

_,.required to produca a given quantity of factor VIII"

s

Becrau;sa"'of this, and because there was no evidence of substantial benefit from
L - the use of higher purity concentrates, the Haemophilia Centre Directors agreed

17

WITNO0841007_0017



® . WITN0841007

nnaninously 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

) a;gunent for their use was not a financial one but rather that they were
! _':"Aequally efficacious in stopping bleeding.

Dr Biggs review also com:ain'ed reference' to u(e' occurrence of hepatitis.

,: Sﬁe said "it was found that only 1.95% of patients who received plasma from

: -..'j:'c\x"yoprecipitate developed jaundice These patients were exposed to the least

‘\.. number of donations. 3.22% of the Oxford patients developed Jaundice and

'li-.,"these patients had been exposed to most NHS concentrate and thus to most

¢

.'donations. 'l'he 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
'T’cause jaundice than cryoprec,ipitate This observation does not appear to
» "have taken account. of the. number of Limes a patient‘ls exposed, 1i.e. '1t has

neen shown to be a misconception that commerclal concentrates are more likely

Ato-‘,tra_nsmit hepatitis than volunteer domnor concentraes,. or. even single donor

A LA pf.odu'cts."when the recipients have already been exposed on multiple occasions.

Dr 'Bi'ggs alluded to this on page 13 of her drdft by saying "patients
‘undoubtedly differ in their susceptibilicy 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 sinilar wviruses. Patiencs ‘who have received few

o

..‘.:_-‘previous ‘infusions are more likely to be more susceptible to infection when
they reCEIVE 1nfected material since they have had little opportunity to

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

- United Ringdom. This matcrial. is made from very latge poola ‘of plagma

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

"'fStates cities and the similar 51tuations of  other countries. It has been

;f'ghown that such commercial blood is 10 times more likely to transmit hepatitis

‘“.than blocd collected from unpaid donations by national transfusion services.

Cow Since the introduction of cammercial factor VIIX its ‘use has increased until

i974. whén 13% of all macerial ,used to treat haemophilia A patients was'v"

'gncommercial"

’The antinle refers to Dr. Craske 8 work ‘on the infective ‘batches of commercial.
concentrate which he reporced in 1975 (CRASKE ET AL 1975) In the figur;s -

k;fcollected during the six year periud reported in this paper it was found that-

t,:he majority of patients who had had jaundice were severely affected. This

. his rather surpriéing aince one would expect ‘the mildly affected patients to be i

fmoat susceptible since they are less likely to have many antibodias. On the

ﬁi ther;

hand the severely.affected patients are moatvofteﬂ'exposed to infection.

‘_;t "‘,.. e st

n0. ma:erial other than cryoprecipitate" (my underlining)

LIk SR

?'"Dr ABiggs article concluded with a comment about the continuing shortfall inv'

.'NHS'material "we have the scientific and technical’ knowledge to make all of

aa?'.»

i)
i

e

a2
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Tn 1976 phe Mewcastle Hasmophilia Donutre Tean pressoved details of igs

with comprehansive cave to the Thivd Buropean RBegional Congress of ohe World
Pedevarion of Hemophilis  (JOHES DT AL 19743, 1L owan a

this conference that phe then Hesloh Minister, David Owen. made a public

mophiliz and ewpecred thay the UE

o

spatament about seli-sufficiengy

wiuld be self-sufficient by mid 1677 {OWEH 19743}

in bis opening remsrks o the Lonvress the Chalrman of the Hacmophilis
Secievy, the Rev., alan Tapnsr, veported a letisr he had recelved fros
Frofezsoy Hacfarlans. Mo had wrivten U1 ge rvoe rvhe Haemophilia Cenvre in
Ouford about fwice & weok to do a liitle labovarsry work amd also o hear all
rho news  aboul currsnt  vesaarch oand aboul my old pacisats, Tocan use
inverted commas for “patienus® now in omany casss becsuss modern methods hove

lass. Thoy ave nie achbive mesmbors of

&

really removed thom frowm the pasieng

f)

society in mensrsl.  Whay & chenge from the old daya!”.  When be opened tho

snference Professor  HMacfarisne veferyed o its  title  "Living  winh

[

Haemophilia®”, and remarksd Tour pavfents did notr Mve with haemephilia - at
bost they exisved on the brink of disaster and very masy of them did not, of

KEs

e
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‘course, survive their childhood‘ Bven in 1943, the expectatiou of life for a

‘.‘1ﬁaémbphiliac was computed'- I think by an insurance company - at about 16

f&égré;‘ Today it cannot be very far short of the normal span. When we hear at

Jthis -congress about the special arrangemants and precautions that a
haemophilic patient still needs, we should compare the quality of 1ife that 15

_;;V< now poasible fot him with the teally dreadful disability of the cripplins

? ff«;. %qformities that were inevitable only about 20 yeara ago".

f“Tbé dramatic-medical'improvementé since then havélspfung from'the.alow but

‘quita logical growth of knowlege « + o« there ia a long way to go; on the

' medical side we still hope for a preparation of clotting faccors. which 1ike

1nsu11n and diabetes, ~wodld be sufficiently active and aufficiently plentiful

e f co keep every haemophilic patient always haemostatically normal“

e,

Professor Ingram of St. Thomas Hospi:al then gave a paper on the history of‘

1{2,32 haemophilia and again quoted Ptofessor Hacfarlane,‘who in 1965 had written a
£ paper on the haemostacic preparation Russell 8 viper venom “the main value of

°~ a historical stqry is that one sees how the growth of knowledge is hampeted by

prejudice or the failure Lo recognise one's own 1gnorance as well as by the

misuse of words ahd the mixins up of facts and theories ‘Having seen that

¢%.  During. the question session on the HNewcastle presentations sdmeone from

21

WITNO0841007_0021



» B " WITN0841007

Cambridge asked "Dr. Jomes, l was delighted to see the number of peoule you

have on home treatment. One of the things that concerns me 1is the very high
 lec1dence of jeundice you‘eeem to have picked up; can you-account for this
pleaseé“.- My reply was "Tﬁe questioner has just pointed out that an outbreak
qf[hepatitis has:beeu seen in the Uniteu Kingdom follcwing the introduction of
cemmercial factor VIII concentrates. on which some Centres are unfortunately

" s falmest'totally reliant . .. . in Newcastle we saﬁ»zz cases of hepatitis, 2
;?f,;-icéueilfp;oportion of which becameﬂAustralia ancigeu"positive; I think this
| :ceu}be e;plainee fou'cwo teesohe. First, these products were coming into
;:V¥r;iueseil. The blood of a different population was;being used for the first

':.Eime in the Unitednkiugdom to treat haemophilic paciente- The second reason

‘was that at the time that the first batches of these.products were introduced

1fiﬁ;chné country the sensltivity of the cesting'mefhods for the hepatitis
_geedciaced surface antigen were Aqi as sophisticated asithey are now. We have
{ﬁecfeeeu.au episode of hepacitls,in the past 9 months to one year except fur
{f;}- éﬁi'éééé which appeared last'week‘ In this case, ‘because of the relatiue
. .incubation period, I think it more likely to be linked co cryoprecipitate than

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

will fall but 1is is worth remembering that some people would say that it is

hetter to get a mild case of hepacitis and become immune for the future

g, B

%ﬁ~=”l'_Later~&n the conference [ gave a paper on the future of home therapy (JONES

e :A197689 This papér contains the arguments for using.concentrate rather than

'cryoprecipitate (p 186) and the arguments for either controlling demand or

'edjusclug supply (p 190-191).°

j;,nIu'huly 1979 I was invited to write an anonymous- editorial for'the Lancet

22
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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 . . .

Mt 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
f‘ailure, aven i‘n those batients who have received numerous transfusion; of
c_ommercial; larg'g'pool blood product for over a.. decade.  So, whiist: the
. gns;wers to many questions will only become cleal" with time, perhaps 'the moslt
- important message to emerge from this survey 1s that although rigk‘s remain
tl;eyv are proba’l.)ly of less consequence than might be suggested by the
2 11t;e.rar.ure, and are certainly puwéighed by ghe‘n.eed to treat haemophilic
bleeding in the only way we know - by the rapid replacement of the relevant
'clotting factor”. . .
'}t*'?_‘,' P e
In. their papers it is interesting that none of the authors mentions h;at
treétmént or other potential methods of viral ipactivation. Professor Seeff
‘said .""a.t present . the oniy means of controvlli'n.g. f:ixe dévelopmem: "of post

trafxsfusion hepatitis 1s to continue to screen all donors for HBsAg by

\—/ sensitive tests; _r.o 1limit the use of blood transfusion to only essential
, need.s;- and to reduce, preferably to eliminate, dependency upon commercial
fj' ‘blqo‘d. For 'the future, research 1s needed to dev;lop serologic tests for
q*, .‘ idet}tif&ing NANB hepatitis, to develop specific 1mﬁunoglobulin products- and
E”q‘«" *, .f:_;f:.;gllj to develop specific' vaccines which could be given to selected- high
M S" v W ’

s R i;_i"sk'. groups, such as patients with haemophilia”.

24
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“The high risk of hepatitis in haemophiliacs may relate to:
1. ~ The need for plasma ciefivatives whose potential for infectiveness 1is not

reduced by their method of production and

_2. The need for ttansfusion with blood. products ftom\many thousands of
donors, either in the form of individual .units, or as contributors to
vlarge pools from which the’ plaama products are derived Counter'
balancing this is the fact of high susceptibility since it is now clear

e ’ .. that both type B and non A non B hepatitis confer homologous although
~....- ot heteroiogous immunity". | | ‘
i Professor Seeff concluded that "ic ie probable t:hat by tb.e fourth decade of

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

type B and nom A non B viruses. On the credit aide. once the acute infection

has occurred, natural immunit:y developa. On the debit aide is the evidence 10‘

P 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

Far.e. iioxiced, ‘ Ultimately, i:he greatest impact wili 'oome from the routiue-
administral:ion of the hepacitis 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".

eex R

In hia paper Profeasor Schimpf reported on the results of biopsies and

concluded that they "proved a remarkably hj.gh incidence of chronic hepatitis

‘1n haemophiliacs who are on substitution t:herapy.' 32% of our noén-selected

25
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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 ﬁulti donor concentrates were inevitably infected with non A non B
hépatitis. and that a substantial proportion of them éduld go on to develop
chronic liver disease, although this was still not being reflected in the
Oxfor& Returns in terms of mortality. In 1982/83 hepatitis B vaccination with

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

vaccination was started in Newcastle,

The early 1980s involved me in studies on improving prospecté for employment
of adult haemophiliacs and on further development of comprehensive care (STUART LT
A1950). 1 was also invited to participate in the .American Blood Resources
Association Forum III whiéh was hel@ in Washington between 25th-27th February
-11980.4 P.rior to this ineeting I had some knowiedgg of the workings of the
American commercial companies because in 1975/6 1 had been inviged to consider
‘ app}ying for the post of Medical Director of Baxter Travenol who at that time
ha& their headquarters at Costa Mesa to the south of Los Angeles. As part of
the?negotiation; on whether to accept this post I visited their head office
hand-_ their frgct,ionation plant | at Glendale in Los Angeles in 1976.
Sdpsequently Trafenol sugsésted that if I did not wish to take the worlduideA
‘po's;' based in California I migh: be interested in “becoming the European
‘Medical Diréétor_ﬁﬁrking from Brussels. Thus it w;s that in 1977 the thén
ﬁéﬁcaétle Area Health Authority (Teaching) gave me paid leave of absence once
a week over a three month period to ;o 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 Haemophilia" which was published in 1979 by Transart
Limited of Huntinsdon, Cambs,, the company for which I did subsbquent work on
the development of medical texts, particularly one involving- Nestle who were
. iﬁterested in developing services for rurai health workefs in Malaysia. The

Haemophilia Mauagement Book contains 1nformal:ion on desmopressin (DDAVE), a

fact wh:lch may be of relevance to the current actiom.

’AKI‘_l"éw;éxvitually decided not to tal;e the Travenol job because, despite assurances
' y to ‘v ;‘he contrar}; By the coumpany, it would have méant losing my clinical roots
. i’x:(~ léewcastlg and .r.he continuing ’rél‘ationahip with haemophiliscs and their
Rt .'f_gniiiies. However, it did) give me further insight into the way in which
o ) gompanies hgvolved in biologic;; therapeutic materiéls regard 'their products
"'as' commodities obeying the same rules of supply and ‘déu.xand ua's with any
con{modity in the commercial sector (see alao JOSEPHSON 1981). 1In this context
I had become aware of the role of plasma brokers, one of whom was Thomas
Hecht, who worked out of Mcntreal where I suspected 8 connection with the Head
' Office of the Horld Pederation of Hemophilia which at that time was being run
by'Ftank Schnabel a haemophiliac who clied of AIDS in 1987. The comﬁan}es,
_with the poasi‘hle exception of Armour, do not. have "accredited herds"' of.

donors but rece_j.ve their plasma from plasmapheresis organisations usually

ﬁi,t;hiti .t:he United '.States of America. Howewver, when supply becomes limited for
' whatéver reason (for 4instance’ there has been a failute 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. concent:rates 13 availahle

 ~“' usuxlly in the form of cryoprecipitate paste“ on the international market.

f}.‘*' : The procurement and -sale of cryo paste was, and to my knowledge still :Ls.
: under the control of brokers like Hecht. Details of the trade have’ been given

27
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4in Piet Hagen's book (Blood: Gift or Merchandise, published by Alan Liss in

I had further knowledge of the commercial blood industry when in 1980 I was
employed as a consultant by the Revloq Health Care Group to give them an
objective assessment of their plasma procuring centres.which both then and now
are run by an organisétion called Plasma Alliancellncf. chiefly in the central ‘

Uhitgd 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 we@l run. The standard was certainly not in

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

»pbpulated conurbations of east and west seaboards of.thé.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 plaéma in Mexico was known to the Commission. This knowledge was
given to me 1n.che course of a general meeting of the Commission when they

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

-(David Wi;liams) who wished to import an American factor VIII called Humanate

‘sold to them at an advantageous price by Cutter. 7To my memory their licence

w&s 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 orde;AEo be assured of individual donor'tracing should the need

" arise.
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I had gome to thé Plasma Forum II1I in 1980 prepared to give a short paper on
tﬁé'general management of h;emophilia in the United Kingdom but in the first
" session of the meeting the President of Alpha Therapeutics, iom Dr;es, gave a
's;:a'twh_ing report .on international plasma resources and_in particular on the
ﬁd;;pion in Europe (DﬁEES 1980). As a result of hia%remarks {which included
tﬁg'observation'thét "th; United Kingdom is a disgraée to be included in that
,6tﬁ wo;ld of AHF cre;tment and I believe that it is an indictment of what
Qi _ ﬁépbens‘in a sbcialised systemﬁ) both Dr, J, P. Allain, who was apeakihg
. ‘:b;%oré me on fhe position 1anrance, and 1 changed the text of our papers in.
::’“'.. Aorder to reply to Drees' comments (JOWES 19808). In this reply (pp 60—61)
,(ﬁ)‘ ianother thread of the argumenta for and against the use of factor VIII
cqncentrates is evident. There had been great debate. through-the latter part
‘pffthe 18708 as -to yhy the factor’VIII consumption in the Bonn Haemophilia
,Cengte,was,so hiéh and this paper makeslreference €§_a-challenge by myself,
érogésaor Ingr&m of St. Thomas' Hospital, and othe;s} to Bonn to explain the
’ ‘réés;na for the higﬁ dosage theyrprqscribed for the1;~patienns and the results
 §f:ppié cfeatmehtvin a paper in an 1qternét10nally accepted medical journal.
To Ehis date the doctors. invﬁlved in Bonn have " not respbndéd to that
'éLéliénée, but'it has been proven in 1awlthat the’ Centre was involved in
~'cdrrup: practice during this time (JONES lQSOdKHEROLD 1979~ we are trying to
W obtain a copy of this paper).
'What was happening in ﬂést Germ#ny was that the commercial companies were
aelling cancentrates to thoge responsible for their prescription. They werg'
n;hen .1 re-gelling the concentrates - to the ” patients Fvia the '
A& ;. hé;piﬁallunivet§icy/insurance companies with an exorbitant markfup in price,

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

‘: was thus intense pressure to prescribe as much of the concentrate &s poséible

E ' 29

WITNO0841007_0029



WITNO0841007

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 Germn population (Statement

of Claim p 86 para 63(a)).

So disturbed was I by the revelations of Tom Drees and his colleagues at the
meetinsvthat -I decided to open the question of the supply and demand  for
_fé(;tor VIII to general debate within the medical literature, and on 21st June
,1980‘a.1er.ter“ o'n-,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 (ARONSTAM 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 infec ted donors.
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In 1981 I was invited to write the Leader, "Post Transfusion Hepatitis" in the
, Briitish Medical Journal (ANON 1981) referred to as Appendix I, 97(at) pl28 in
thé Statement of Claim under anonymous authorship. In thi..slarcicle 1 saild
. fhat attention had been focussgd on 3 practices: the risks of collecting
"plésm_a' ‘fro.m paid ‘as opposed to volunteer donors; the optimum size of the
plasma pool and éctemp_ts at removing the severél viruses of hepatitis from
. blood producta.
-)I pointed out that although the risks ot' viral contamination “are certainly

e inc‘reased if plassia 4is obtained by plasmpheresis of paid donors . . . the

"s'ensitivity of testing for hepatitis B has been improved 80 that incidence in
\_. N p?:“tien_ts give‘n multiple transfusions is about the same from either paid or
. volunteer sources . . .." and. 1 quoted the papers. already referred to at the
“ - lstaell conference in 1980 (REFS to Seeff & Coi see JONES 1981). I also
. "referred to the US Veterans Adminiscration scudies which had shown t.hat post
o "'transfusion hepatitis rates dropped from 25.7% to B8.1% when volunteer as -
opp_osevd to comgrci.‘al blood was used, i.e. with "commercial blood excluded the
1n¢1defxce of hepatitis is lowered by 75%". Howevef. this statement carried

o the :ider that the figures refetred £o mnon haemophilic (i.e. not multi-

Al.:rawnsfused) pat.ients in the United States.

.:‘Hith resard to the size of donor pool I referred to a study (LEVINE ET AL
v1977) which suggested that there was no cortelation between biochemical
vabnormality and the use of con:entrar.e or cryoprecipitate. and” pointed out

vlthat 1n the study reported by Stlrling and his colleagues (STIRLING ET AL

<l 1981) the results had not. been sufficiencly clear-cut for the authors to
'recommend the limitation in prescription of blood products for home treat-ent.
This was also discussed .in (LEVINE BT 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
séid-". . . is it likely that the recipients of mu;ﬁiple transfusions can be

. iﬁmuhised. or that the threat of hepatitis can be removed from donéted blood

' entirrely? Immunisation ag.ainst hepatitis B is cert;\j.nly a possibility, buﬁ.
“‘.'. in the absence of specific markers for non A non B hepa'titisl overall
ptbtéc;ion against hepatitié appears remote. A more likely possibility is
that hepatitis free blood products will become available, 3 recent reports
vsuggesting 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
.yelcome advancg will have been made - but one that will also present yet‘
.anoéher, and probably expensive, challenge to the under-funded and fragmented

service in Britain",

" The references to heat treating came fromAa paper presented by Schwinn and his

'

cblléagues at the First International Haemophilia Conference which took place
. in Bonn in 1980. A short version of this paper, of which only the abstract

Qas:,qudted_ 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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'fiiﬁsc time in the United States, the question of héat: treating concentrates in
“o:"gier to‘_remo\ve viral contamination was in its infancy. To my knowledge the
o‘hiy coupany woi:king' along these lines an.d producing suffiéient factor N}III
“co’rg'cc;.ﬁt\rate for clin'ical use was Behrinv‘gwerke in Wést Germany, but the
'pro_duction of this »:':roducc wag 8o small cthat none was made. avallable for use

within the United Kingdom.

'i'l-lfe‘\que'stion of heat treatment has been addressed in Dr. Rizza's statement in
'a“z(iswgr to the que'sr.ionnaire.. (para 92(as)) in which .he says "from the late
pans 19703 '-onwArds it was vknown Atl/mt tﬁev )producer's“ éf factor VIII were
\' \:g.ny-r'e:st-igaying' different proce&ures to try to reduce the risk of trahsxﬁission

*‘of‘”_hepatitis by large pool factor concentrates. -One of the wethods ‘und‘er

1’nVe:°st:'1‘gation wﬁs heat tréétﬁent of factor VIII. From 1981 and 1982 prptocdls
we\ré QeQelope'd by different éiompanies td study the safety and efficacy of
these products in trials in ciiffereut countries.. These trials were aimed at
"16\11'1'1-13 at the sﬁﬁéty‘of ‘heat treated concentrates vis-a-vis tfansmissiop of
‘hef}atitis. ‘These studies on efficacy and safety continued as the heat treated
-v'prdc;tuctg‘be\came-mqre widely a\}ail.a"-hle during 1.984 an;:l'v1985". |
,\. _?fhe'q;:éstion is further vconéidered in his answer ‘t"‘o para 92(ac) "in vitroy
; ;:Gi;ience o!:"'_-t;:h'e efﬁicacy 5f héat treatment in déétroying HIV in factér'
-c.:o'x;céntrates did'?ﬁoc ‘become available until autumn 1984, These. were in \(it‘i"o“
te;t_a’__ and there is no evidence of studies carried out in human being's& orv‘

- gﬁi.ma%ls"' and in 92(m) when in answer to the question "why did you not use heat

o .treated factor VIII or IX from 1980 because of the risk of hepatitis?" Dr.
: 'Rig.za answers "because in the first place the material was in very short
® 'su(pply and segbndly the evidence for efficacy of heat treatment Wwas slow in
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accumulating as the studies had to be carried out in previously untransfused

patients who were very few in number".

The questlon of the doubLs aboul the efficacy of heat treatment is addresscd
iater:‘in this personal account in. the. context of first reports of sero- -

~‘¢onveteions using one of the‘commercial dry heated products in 1986.

-',ln 1982 I was asked to write another Leader for the 'BMJ. Ac this time their
'policy had changed and the leading article termed "Blood donors with a hietory

. of. .jaundice" is signed (JONES 19824).

" .f;It was published on 25th September 1982 and concerned the sensitivity of
gtesting for hepatitis B and the use of large pool concentrates and the ptoblem
of non A non B viral contamination. I pointed out that the diagnosis of non A

" non’ B"was‘ important because the infection “may. ptegress to chronic livet

! diseaee“.~ Usiné sustralian experience I quoted the suggestion that surrogate
Atesting of donors using liver function tests may rediuce the incidence of
hepatitis and said "“the present risk of developing disordered liver function
:after t;ansfusiqn of volunteer HBsAg negative blood'ie ebout 10% and the risks

riee with the number of donatiens 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

1summer of 1982 the first haemophilia cases of 1mmunode£iciency were described

’;but-the immediate description escaped my attention because, like most of my
‘ coileagues, I do not subscribe.tb the American Horbidity and Hortaiity Weekly
" . Report (MMWR). However, that concerning haemophilia was brought to our
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Lﬁter that month.(Lancet 29 January) an AIDS-like syndrome was tepogfed in two
.haEmophiliacs in Pittsburgh (RAGNI 1983). 1In the1r>discus;ion the authors
sugéested "the presence of this AIDS-like syndrom in haemophiliacs suggests
the ' possibility of transmission by an infectious agent through blood

‘products”.

In March 1983 (ANdN 1983@ L was'aske& to write an unsigned leadiné article for
’ Jﬁhe }ancet which appeared undér_ the heading "Acquired immunodeficiency
s&ndréme in haehophilia"Ein the 2nd April issue. vTﬁis article referred back
to a Leader (not written by me) of.22nd January 1983 (ANON 19838). This Leader
‘had~included the words "finally ﬁhe syndrome may well be transmissible: women
may acquire AIDS from ﬁheir male partmers; and :hé'disease has developed iq
haemophiliacs éftet factor VIII administration, in ‘a child after blood
trgnsfusioq, and in 4 infants whose mothers either had or were at risk of
f:AIDS". The earlier article also reviewed some of the putative causes for the
new syndrome saying ". . . several risk factors seem to be important. Amongst
ihe homosexual population promiscuity was a common but not constant finding.
;Sihilarly, abuse of sexual sﬁimulants such as mel ni;rate was assoclated with
an increased risk in some but.not all studies. This was of interest in view
'oi the potential muta-genicity of these substances and their possible effects
"on T ljﬁphocytes . . . several herpes siﬁplex virus infections have been
ﬁescgibed in AIDS and virologistg have commented also;on the widespread sero-

positivity for Epstein Barr virus and cytomesalovirﬁs".

") ... 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 an agent may be

entiiely novel ... . or, more 1ike1y, a wolf currently in sheap s clothing.

©nm view of the .roles of CMV, EBV and "human T leukaemia lymphoma virus” in

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

rewardiﬂg" .

""ii‘le&aiwhile, clinicians dealing with these patients - particularly patients

wit.h ‘a - 1ymphocyt:e wasting syndrome - face many difficulties. How often and

how aggress:l.vely should they be :anescigated? Is c_otrmoxazole prophylaxis

worthwhile? Cawthey be blood donors? Need they be nursed in 1aolation?

Hhat advxce should ‘be given aboiit sexual intercourse? Satisfactozy ANSWers

) await the um:avelling 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 limic the number of their partners; and that steps

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

<
]

panels - a precaution alre:ac.ly'adopted by some of the commercial organisations
- collecting and prdcessing blood products”. I cited ‘the.Marc‘n issue of Annals
. of Internal Medicine tn which cases of AIDS in haemophilia were described and

remarked on an editorial in that :iournai suggleating" that "T cell population

é}inbfmalit'ies commonly seen in haemophilia may be the submerged part of an

'1c:eh_erg of which AIDS is the clinicqlly\ obvious “tip"". In this editorial the

' authors recognised ‘that "“AIDS has developed in only a few out of many

,‘ .haembphiliacs re¢eiving large pool fagtor VIII concentrates, and they ﬁave

pf’e-disposingf factors“, citing in particular repeated attacks from hepatitis
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‘These latter views were the subject of comment in a Health Services article on

o

6th HMay 1983 (Statement of Claim page 41 para 63(a)).

) 'Discussion aboun possible aetiology of AIDS in haemophilia continued in 1983

: '_ and was referred to in articles in the Annals of Internal Medicine (ELLIOTT ET
AI. 1983, POON ET AL 1983, DAVIS ET AL 1983). They were referred to in an :

- efli"t.o;rial in Annalé written by White and Lesesne (WHITE ET AL 1983), in whicﬁ

’ 1iyeridiaease as a possible aetiological factor was discussed.

\. In June 1983 the question of AIDS and haemophilia was discussed at a special
v .seasion .of t:he World Federation of Hemophilia Maeting ‘in Stockholm, at which

the Americans presented the data on their case‘s. From memory, the conclusions

of this workshop were that:

1, . Whatever was happening in the haemophilia population ciid not preclude

©. continuing replacement therapy for the treatment of haemophilia,

2. - That patiénta ahquld'be followed up rigorohsly with particular "att:ention
“y Cee C to any immunolbgical‘c\lafects, the recommendation at that time being that
the T4/T8 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 whq require bloed product with singla volunteer donor

_producta rather than concentrates. In the case of haemophilia A

"patients not requiring blood product r.reatnen: but requiring haenoatatic'
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Cénte;s.for Disgase Control in Atlanta, I said "for epidemiological purposes
this‘definiﬁion}is wide; it does not sugéesc a single aetiological agent,
merely a similar response, or 1;pk of it, to injury. It-ig important to
rﬁéognise this in view of  the difficulty in classifying the different
?igp;dq;s concerned and the current reaction of the media to announcements of
"new" cases. Until diagnostic markérs 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

haemoghiliacs apd a further 1% recipients of blood products. Of the estimated
ip.odd people Qith haemophilia A in the United States 17 cases of AIDS had
béen'repdrted, two of whom had other risk factors for the synﬁtome. In
Britain with 4592 people with haemophilia A, known to the Haemophilia Centre
Diréctbrs, tﬁo cases of AIDS had been reported. I said "thus the reported
incidence of AIDS in the two couﬁtries 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 be 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 pfepared 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 Britaiu where imported commercial Cncentratesﬂaccouuted for 60% of the
total factor'VIIL used in 1980, what risk is there of serious harm from
‘haemophilia treateent? Part of the answer is eiyen by Fletcher and her
7.coileaguee°(reoorted in the same issue of the BMJ). In a study of.30 patients
' given ‘a trensfusion of factor VIII concentrate & had developed chronic
unsuspected liver vdisease, 17 developed hepatltis,‘ and only 2, who had

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

‘only National Health Service concentrate prepared from volunteer donor plasma,

‘-" ’ and all 5 patients who received a commercial concentrate, developed hepatitis »
(my underlining). Although the resufts 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 pool of Mational Health Service concentrate (over .

. 3500 donors a4 batch) has been increased to & point where the benefit conferred

by the use of volunteer donor plasma might have been lost (my underlining) . .
’ .\despite'these gloomy figures, the mortality from liver disease remains low,

and oniy WO Britiah'haemophiliacs died from hepatitialbetween 1974 and 1980";

The 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 Britaiu, but in the absenee -of diagnostic eerological
t}‘fﬁf uAtkers-putative agente of AIDS or nmon A non B hepatitis cannot be exeluded

from donor plasza. 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 non-A non~-B hepatitis, and the
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"Fom’,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 dctivity with Desmopressin {DDAVP),

- Danazol or perhaps the new porcine material should be used in mildly affected

~_ha§mqphiliacs, _pedpie with wvon willebrand;s disease and carriers of these
di;b;ﬁers: 'Theré may be a ;ése‘fdr long term prophylgxis with cotrimoxazole -
lidzigééé haemoph;liacs presenting with lymphopeniahand-unexplained fever or
‘ﬁastgng because ali the deaths to date have been associated with infection
'fgdm;?neuchystisﬂqarinii, Prophylaxia against this‘préanism is effective éh&
L'f itsfsuppreséioﬂ may buy time for the patient with‘AIDS. There is no evidence
‘-.‘ | o'f"‘c.glasual t;.'atysingission to health care staff, ﬂ'although tﬁe Américans
'rééomheﬁd the adoption of simil;t precautions to those alteédy in  use féf
ﬁépaﬁitis B when hana11ng specimens from'sushected cage;./ The most important

precaution of all; however, is to maintain a high level of survelllance of the

haemophilic population”.

. Oé 6th June 1983? John Craske wroﬁevto tﬁe Haemophil;é Gentfe Directors about
tye éurvéillaﬁce of haemophilia A patients §uspected to.have AIDS,
‘"Théléransfusiqﬁ racbrds‘of the American haemoph;lié.A'patien:s are far -from
‘égﬁpiéte, and aé many of their patients have received more intensive trea:meﬁt

" than isﬁusual in the UK, they have been unable to 1den£ifj any suspectvﬁatcﬁ
or ﬁ{;nd pf factor VIII Concgﬁt;aie; This means vthat although tgere is

x_f'suisténtial evidence linking AIDS with factor VIII concentrate, this is not

'»atropg ehough_to mdke any recommendations to the Licensing Authority in the UK

*

Y ".regarding the restrictions of the importation of such products manufactured

from denor plasma obtained in the USA", 1In this letter Dr. Craské also says

45
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“hepatitis should apply to children, and parents should be reassured that, ‘a

least_;’in the haemophilic' powlatibn, AIDS 1s a relatively minor problem
gwe ‘ ) ' ' - - )

affecting dnly 1 in 1000 patients: only two adult cases of haemophllia and

= AIDS are known in tthe United Kingdom, and they were reéported over a year "égo.
Do 1f the problems of non-A non-B hepatitis and AIDS can be laid to rest there is.
\ S a strong case ‘fnr Antroducing prophylaxis, pérhaps on & weekly- basis, very

. 'ea"rly in childhood.

fo i

’ '."'_‘T;lAnother problem of relevance to the treatment of children has been the,

s discovery of {immune discrders in up to 10% of the haemophilic pOpulat:Lon.

“‘Thus we have seen idiopathic thrombocytopenic purpura and acquired hAemolytic
: -’_{j ‘ ";tanaemia :Ln otherwise wéll childten in Newcastle. Non~ specific lymphadenopathy '
hqs to ‘date been confined to our adult patients. _The emergence of the§e
_ diso_rde;’a in addition to the recurrent abnormalities }ji'liver function make it
‘ Qtyliéavtpry that every child receiving blood prodﬁcts from whatever source is

' _‘ . followed up rigorously at minimum intﬁervalg of six months".

‘-?i‘hings"wéfe“ 361:13 ‘fairly smoothly until Novembe:-‘l%é when one event

,~:'~brec1pit:ated an'l‘nt'e_.nse public debate about 'haemophilia and AIDS. The event .

‘;":'»'was the death of' “GRO-A “a patiem: who | divided his loyalties betwegn'
: "the Glasgow Haemophilia Centre and the Newcastle Haemophilia Centre. GRO-A
n was. a severely affected baemop‘nilia & patient. He was the first patient that

diasnosed with AIDS and when he presem:ed with pneumocystis carinii

: ’pneumonia in May of 1984, in order to avoid any hysteria which was then likely.
"'from the Jlocal ambulance authorities and possibly from the media, I :ook him‘
1n m;y own car to t.he 1nfect;ioua diseases ward at Newcastle General Hospital

‘;;v_"(at tha; time ambulance men would have kitted themselves out in full
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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 DH$S Medicines Division 13th July 1983

-(agenda for discussion on AIDS in relation to licenced blood products, section

A factor VIII and other clotting facfors):

"‘l.' " Aeticlogy, éurrent possibilities, Dr. Mortimer "An infectious cause.

séems.likely‘ahd a single new agent could be responsible. Repeated

Ya exposure  to, or reactivation -of, known viruses cannot be excluded,

5ithough posible agents have been proposed, e.g. CHV, EBV, HILV, their
'rrélationship 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 riék. The degree of risk cannot ygt be quantified. The riék
.appeafs to be greatest from products derived from the blood  of
ﬁomosexuals,gnd IV drug abusers resident in areas of high incidence and
in those who repeatedly receive concentrates in high dosage".

3.1_ ‘qusible scient;fic approaches fo avoiding or reducing the presence of

‘viruses in clotting factor preparatious.

.' Tfeatment of 'blood products with heat or chemicals. Dr. PFowler
. "Although phé value of such measures in respect of unidentified agents
‘can be probgn only by long term epidemiological studies, they are likely
on generaligréunds to reduce infectious hazards but may not elimiﬁate

them".

56
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4. ” Consideration of the different operational possibilities for reducing

the risks frqm clotting factor preparations.

"v"n%»(i) To withd:aw factor ‘EIII and IX concentrates, 1i.e. usgv only
- eryoprecipitate for treatment. .Professor Bloom “this step capnot

at pregeiht be racommended,

‘f;';;fg;f (a) It is probably impossible to satisfy UK néeds in this way.

\—. ,‘ s (b) Even if needs could be satisfied it would involve a major re-think

" of UK policy for preparing blood products.

',::g Vf,:  (c) The 1level of risk at present does not justify serious

consideration of this solution™,

f(ii) Withdraw US preparations from the UR market. Dr. Fowler -

"Impraqzicablekon gréuhﬂs of supply”.

Use US blood products as sparingly as possible. Proféasor Blooﬁ

“The uncertain balance of risk benefit considerations in various .-

N ,’i; B (#, ‘categories of patient are to be fimely balanced to justify actibn{f

via licensing: the matter should be left to clinical judgement™,

‘4.(1y)‘?romoté UK self-sufficiency in supply of concentrate, Pr. Fowler
"This is highly desirable since it should reduce risk appreciably,

although not completely". ' : u ;
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(v) Use UK blood products' only if the source plasma was. collected
after the new regulations were introduced (23rd );arch 1983). Note
it is known that US manufacturers have stocks of pre-March plasma

), LI and that the US Office of Biologics is to consider this matter on .

V 19th .July. Dr. VFowler "This should be- adopted as soon as

practicable even though its value may be limited".

. .'-‘(yi) Uée'pro_ducts 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 mo such products are yet available in the UK. This
development could, however, be encouraéed, notwithstat{ding the

W ' cost penalty".

When these products become available in the UK should licences for
| 7 .- non—héat treated factor VIII from the USA and/or 'elsewhere be
continued? Dr. Powler ‘"Whven these become available the quantity
that can be sﬁppl;ed should be established.'and the advisability of

. t-:his_st'ep re-examined in the light of this information and on up
A 4 E | _ T . to daﬁé knowledge of AIDS at the time", |

%3 ,Tt_.le domn@i_ctee examined hepatitis B vaccine, immunoglobulin and albumin and

'5"E;>nclﬁdéq.that although there was no evidence of risk and no action was
.j_,.j)'r'ga.ently "justifiéd, the position with regard to these agents should be

il
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. closely observed..

In Medical Bulletin 15 for l3th October 1984 (NATIONAL HEMOPBILIA FUUNDATION

1984HD it was recommeénded that cryOprecipitaCe be used to treat newborn
infants and children under the age of 4, and newly identified patients never
';é frﬂ treated with factor VIII concentrates. Secondly, DesmOpresson should be used

,{;': : whenever possible (my underlining) in patients with mild or moderate

haemophilia A and thirdly (and of chief import with regard to the Statement of

Claim) "We do not yet have suffiaient data of scientific nature to know with :

_=;i} jcer;ainty that yiral attenuated (heat treated) coagulation factor concentrates

f‘ghbuid now be univérsally adopted. However, very preliminary data do suésest

'rhdt “HTLV' I11 is heat senéitive; ?urther we do not know whether

haémophiliacs who are positive for antibody to HILV III have been exposed to -

: living virus capable of causing AIDS. or have devgloped effective immunity .

ggainst AIDS".

.;?ﬁééause heéat treated products appear to have no increase in untoward effects -

'.Hatc:ibutable to the heat 'treatmént, we now recommend that treaters using
‘gagulation factor concentrates should strongly consider changing to heat

treated products with the understanding that the protection a;ginst Alns L$ j

[N

yet to be proven . ., ." (my underlining).

- " KN

ff’fﬁi§~:docum;nt aléo contains' récommendations to f;ctbt VIII concent?at;;
. ﬁ;nﬁfacturers and section (e) may be relevant to argumants about safety 6&
\Ei od products at. this time. (e) refers to the previous‘withdrawal of lots of
.»f;teius factor ¢oncentrate known to have contained plasma from a donor

confirmed as. having AIDS (see Medical Bulletin 10 January 24, 1984 (NATIONAL
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© proven”,

s

“It is recognised that we do not know whether haemophiliaca who are posinive
for antibody to HTLV 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 wve again urge a

prospective naticnal study of the use of heat treated materials in patients

'not previoualy exposed to pooled blood products. The Hedical and Scientific

as'@ore complete studies become avallable
”-The docunent affirued that new and mildly affected patients should be treated

_with cryOprecipitate or plasma and also emphasiaed “that hepatitis

6,
B

3 vaccination is easential" In addition the text contains the words "moreover.
5$¢? as the transmissibn of non-A non~B hepatitis may be greater with these

\ ;products, even if heat treated .. Wt

: In an AIDS Update leaflet pub11shed in March 1985 intended for patiants andv

A:reated ptoducts offer ptotection from AIDS?" "It 1s not known for certain if
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complered on one produce, the Hemofil HT factor P1, which is prepavesd us

g dry beat meshod.,  The vesulis indicated vhet vhere was still s 63% annac

rarg of non-4 non-B bBesspitis on Pivsi sxposure to this product in parients

who have not vecslved factor V111 concentrsis previcusiv'” {my underlininzd,

The meame listed the products enveently svailble {Avmour, Qutnse, Travenol fdov

hestd and Alphsa {wer heat}) and sraved that a8 hesved NHS factoer VIII should

shortly be available from Edinbursh and a second from Elstree available laver

P

in the wvsar. In view of the suggestion in phe Sianemant of Olaim thas we

should have been using & Serman product from phe laete 1970z, the followin

P
L2

statenent 1s sppropriste s heaced prepavavdion manufacoured by Behringwerks
the German pharmaceutical company. This is heated ap 6070 for a perisg knows
to isaciivate bepativis B oin the preparstion.  The problem is that the visld
of factor ¥IIT coagulation activiiy is vonsiderably redugced, g0 thab the sost

i likely wo be st lsast four-fold hisber %40p pey wunit.  Trisls have bhouwn

carriad out in Gsrmany, UL ao publizhed information iz aveilable. At

fot
i3
P
4
E%1

3

30 parienis have begen studied”,

We starced o use heat ivesved maverisl in Wewoassvle in December 1884, ap the
rime of the UK Direciors Advisury BDocumeny  issued by Professor Bloom sz
Chalrman {Healeh Authovicy's Defonce page 433, DBerails of the availabiliny of
maverial ave given in {(RIZZA 1388}, Whilst it might have bheen thought thet a
prescrivilon for heat tveatsd waterial would be g straighiforward affaiv,
principally becauwse of costing che Desvicor Administrasor, Mr. Ohris Spry, aud

=

al Oommivves, v, . #. Henderson, cal

phe Ohaivman of the Hospiial ¥

sogothey an ad hoo group Lo conzider the wse of  hear rressed fasoor Vi

concentyave., A drafy of g

proup iz sppended {(AD HOC GROUE

19843,

Lok
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Although not reported disquiet was expressed by Dr. Bird at this meet'ing 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 Serv_ice and to Dr. Arthur Codd, ConaultantA Virologist at the PHLS

ianeucéstle and stated in the letter to Professor.Rawlips in his capacity as

n{tf{ﬂg Chairman of the Ad Hoc Group on 28th December, 1984 (BIRD ET AL 1984).

Professor Rawlins decided not to act on the request in this letter, and Dt.

Bird and his colleagues wrote to the Lancet (BIRD ET AL 1985) expressing their

u':ﬂ;' reservations. This letter is of considerable import in view of the sugseation

4

qude 1n,the Statement of Claim that an earlier switch to. heat treated material

;.. could have been seen to eliminate or virtually eliminate risks of wviral
e ; v

" transmission. Dr. Bird is an immunologist of repute and the letter of 19¢th
January 1985 represents a state of the art response to the Lancet ed,it:or_:ll.al
22/29 December 1984 (ANON 1984) in which the argument for switching everybody

"" ‘tcj- heat . treated factor VIII and ‘pxj_obably’ factor IX was put forward. The

L

,. "‘~"'1e't:t:er stresses doubt as to the efficacy of heat treatment (para' 5) and

i;éézdmmends that sero-negative individuals should only receive cryoprecipitate.

'-~i>o'1n'l:s raised in Dr. Bird's letter were replied to by Profeésor Bloom on 9

e ‘igbzuary'l985 (BLOOM 1985).

; A Va'eciaioﬁ-to :1mp1ement the prescription of heat t'reaced concentrates t_:o
ha.ein'o'phil:la patieuts in Newcastle was not followed by immediate implementatian
for all patients, i.e. I did not initiate an immediate recall of products, a
‘s-ubstantial quantity of which were already in patients homes. I made this
Ic_leg_:ision:because I assumed that patients had already been exposed to the

64"
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of information about AIDS and how to respond to it im thg UK, with the ﬁelp of
my. colléagues I extended it and in Fébruary 1985 published via the Haemophilia
“ Centre a booklet entitled "AIDS and the Blood". This booklet-was glven freely
to the National Haemophilia Society for distribution and was the first patient

qrientated information to be given wide dissemination in the United Kingdom

'({ONES 1985R) As such it also became the first source of basic information -to
:Q.f " the media ‘and was widely and enthusiastically reviewéd; The text in whole or
o v;n'part subééquently appeared in mApy other publications and was translated
‘-in:p Porfuguese.in 1985 and Italian in 1986, All my - own patients receiQed a

N cdpy'soon after publication.

In February 1985 another leading afticle- on AIDS aﬁpeared in the British

ey
Rt

. Medical Journal. - This article drew attention both to- the problems associated
with blood transfusion and to the difficulties being experienced by the male
' homoéexual community who were heing blamed in some quarters for the spread of

. che disease via transfusion (LEACH 1985). Drawing on a paper by Dr. K. M. De

R

'Cock (DE COCK 1984) in which a connection between the occurrence of AIDS in
: Africa and the United SLates had been postulated 1 éuggested another link in
 €{ f;'uthe story and cited knowledge I had of the procurement of plasma from Africa
2. - (JONES 19858). This letter provoked a response from the Chief Medical Officer
’(.Acnx;:sonf 1985) who said that under the Nedleines ey . "Infavbssion sbowt

s houréep~of plasma -is provided to the Licensing Authority in confidence by the

”-;c0qpaniqs concerned. I can, however, assure Dr. Jones and those concerned

:ﬁ“ ' L .66
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The lstter goes on to mention Britvish self-sufficiency.

My lavvay 8180 proveked & response frowm industry (REILLY L8833},  Whan Robers
W, Reilly "z national spokeswman fovr the Amevican plasmaphervesis industry”,
wrote on Z0ch July 1885 in defonce of Lhe Americaen positlosn, the BMY asked wmo

o veply at the same time (JONES 1s8sg)

Br, ‘Reilly stated "US manufacrursrs must be licensed by the U8 Food an Druz
administration. A suth they are restrained as vo their sources of plasma,
and 1t can sasily be verified that they did net rely on plasma from Africs . .
%\" Y Redlly obvicusly chose his words carefully because his lotter did not
apate that plasme from oubtwith the Unised Srates was, or had been used, or
that the rules governing manufacrturers within the Unitsd States were not
applicable outwlibh that countyy. Lo wy rveply 1 drow attention to the long-
standing conbtract betwesen a multi-natvional company {(which I ksew to be Daxter
Travenol Hyland) and & plassapbevesis centre in Lesothe in Africa and ithe

facilivias run by at least two

tes in Mexicoe {which I knew to be Hyland

and Cuncer).

. These lorrers wore followsd by & suring of mostly telephonesd comments from
| around the worid by peocple sceking to establish the iInitial spread of AIDS.
Unfortunately we did not keep s vecord of all these calls but one of chem did
result in & meeting st Heathrow Alrport inm 1983, The gist of this mesting,

and of sowe of the phone calls which came from the United States, fell inte @

familiar pattern which was thar govermment sources in the United States had
prior knowledge of what we onow koow as HIV infection. There were suggestions

that the virus had actuslly besn manufactured or developed in the US

67
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biological warfare programme. These suggestions have been publicly refuted as
speculative myth on many occasions, but some of our éorrespondents citeq
information from the records of the Central Intelligence Ageﬂgf which they had
obtained via the American FPreedom of Information Act, only to find that large
sections of the record had been deleted. One of the correspondents, a
'3‘profesaiona1 jdurnalis:, had followed the story throdgh to Ehe Conéo and what
he claimed were humaﬂ experiments in the 1970s. Both at Heathrow and by _
telephone as late as 1989 I was told to be extremely'éareful and not to
:}i”continue publicly any suggestion that there had been prior knowledge of the

putative agent which we now know as HIV, or that any government agencies

ei;her in this country or 1in America might be implicated. Any writgen
' suggestions were consigned to a "rubbish” file in the Haenophilia Centre (our

Nut filel).

Another warning, this time personal, was given to ﬁe as a result of the .
.initial 1etter‘(JONBS 1985$. At the First International Conference on AIﬂS
which was held in Atlanta between l4th = 17th April 1985 I was paged to meet a
.- ;Dx. Louis Greenberg inp the foyer. When I met him Dr. Greenherg was talking to-
oy :jra medical journalist (I think from Nature). He took me aside and told me that
el b Sas a result of the words "It may be very pertinent to the epidemiology of AIDS

SR that plasmapheresis centres supplying companies directly, or through the

g@,~ . “servicés of brokers working principally f{from Zurich and Montreal,  were

1" ‘gituated in exactly the areas now known to be endemic for Kaposi's sarcoma and

! other AIDS-related diseases", | GRO-D ! with whom he worked in the

iﬁfbrokering business 1in Montteal had considered taking legal action against me
= Zfor defamation. InSCead he had decided to send Dr. Greenberg with the verbal
'ngrnihg'that if he made anything further of this matter he would. "ruin my

68
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right to” question the validity of tha statement but that he should do ‘so

through the professionally acdcepted route, i.e. writing a letter to the BMJ.

iR Nothing more was heard of the matter. iis still i1 the business having
acquited furt;her ‘blood resource companies in the United Statea " He is
(»cutrently supplying plasma to Europe fer the mnufacture ~of solvent detergent

producp .

',Perti‘neht to the question of the international plasma trade the following’

documents’ are appenﬂed (PAPERS CONPIDENTIAL TO DR. JONES: 1, 2, & 3). It

< S should be noted that they are ghly confidential ‘and that I have been told

o that No. 1 can be traced back to the perscn who gave it to me.

Most o*f the backvground knowledge was obtained in t:he coux:se of my work with

’*:f;middle management who, in the 1970s, frequently moved between compahies. The
hajor companies concerned were Baxter Travenol, Armour, which went through,a
- number of acquisitions and at one stage was under Revlon, the cosmetics ;md". :

FNTIE R v

LI 'hAe_albth care group; Abbott, later Alphh, which is now a subsidiary of the GréenI

’ ,Cross Cdr’poratioh in Japan; and Cui:tef, a subsidiary of Miles Laboratbriea
U .

The other company in. the field at r.he relevant time was Immuno which produced

Xtyobulin. because I did not use their product on grounds of cost I had litt.le

o .tﬁ:o‘ do with this company directly.

'-,’v Knowledge of the trade initially ‘came from Brian Steer, then the British
Hanaser for Travenol - It was Steer who piloted the introduction of Hemofil-
2 ‘into the United Kingdom in the early 1970s and who 48 referred to in the first
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paragraph of confidential paper No. 2, Robert Taub later became a friend and

associate (he appéars as an author in Supplement to the Scandinavian Journal

of Haematology which we wrote together in Madrid in 1980 (JONES ET AL 1980). Other

i information came from Piet Hagen, the author of "Blood - Gift or Merchandise".

7, .éox;fiden.tial paper.No.-l‘ refers to the illegal mportgtion of plasma to the

United Kingdom and 1is of es‘pecial importance with. -regard to p;:ssible
' conne;tion with AIDS. 1t cites the source -of thils plasma as being outwith the '
, - U'}i_tﬂeq 'S.Igat.es, ‘e.g. Lesotho and Berlize, Obviou'slyﬁhe; information contained
1'ln -this' in-house document, which originated on 2nd February 1979, cquld b;a
\,. ~highly cl'ama'ging. If possible its contents should be checked against the

" Medicine Commission records referred to by Dr. Acheson in his letter (ACHESON

1955).' vl‘f the source of the plasma is not named in the product licences at
that cimé, then the information in this document clearly opens the whole
question of vaccu'racy in the British records, and the failure of the licensing
._fl;\"‘l '_;f‘ évqt':hor.i.r.ies to adequrz'ately monitor tl_;‘e safety of thé blood supply ar; tim;':s

‘relevant to the present action.

. " Confidential paper No. 2 refers to a meeting in September in 1979. It is_a.lb

k.. 5» memo _whj'.ch I dictated to my secretary on my return from the meeting at whi-ch
| it had been suggesteq that I might wish to work a's a coﬁsultant for the Revlqn
‘Heai‘tﬁ .Care Group. The outcome of this meeting was that I visited the United
;‘j.&!,. =) ’_Si:ates in a consultant capacity to Revlon in 1980, My task was to inspect and -
; prep’are' a .reporf on the plasmapheref.j.s facilities run by Plasma Alliance Inc.
of Knox\;j.lle, w‘itvh particular emphasis on whether :héy '(:omplied with the Food
: and:Dr.l'u‘g A_dminist;ration_ regulatidns (they did in all but minor respects and as

ah(i,ndependght observer 1 was favourably impressed). I also was given the
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opportunity to visit the fractionation plant at Kankakee in Illinois where I

wag taken thrbugh the manufacturing process by Fred Peldman, who is still

o
s

associated with the company.

Confidéntiai papei' No. 3 refers to a telephone call from Robert Taub in 1985
folloﬁing_ the “African connection" letter in the BMJ, | This letter contains
‘furche\rj information about the importation of plasma f;om Africa‘. The\ CTUX éf
E thé matter is conéained in the statements on page 2 of this report (éaraé,- 2
and ,3) .Which‘v‘demonsttate how the commercial companies got round the 'fDA
e regx;l.ati‘c‘:ns; This was very simple because all they had to do was to collect"
;-gand process plasma not collected in . the United States outwith the country.

The dmly safeguards other than those imposed by the ccmpanies themselves were

the impcrcation controls of individual states and coufidential paper No. 1

sugsest;s 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‘-daveloped countries and

w . the involvement of a Spanish company,; Landerlan, ‘was raised, one delegate
"‘: suggesting that they were still recezvxns plasma from Uganda. I wrote to'

' ‘Frank Schuabel about this and his reply is appended (SCBNABEL 1986},

B The question of control af plasma supplies has already been addressed in the

' draft reply to the Statement of Claim {page fi) which is quoted here:

'

MAsa result cf meetlngs with the ,Departmant of Health in the early 1970s
' ‘fcommercial concencrates were made available from 1973 Initially these were'

’ '.Fupg.li&d by Iravenol (now Baxter Health Care) in the form of a hencentraté

'.’,13‘ e a 71
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called- Hemofil. This, like the other commercial concentrates, was prepared
from'plasma.of'paid donors.‘ Control of this manufacture withih the United
"‘Statee‘was initialiy by the Division of Biologics St;.an'dards- and was goverrled
by a Pllbllc Health Service Act and a Federal Food Drug and Cosmetic Act unt;Ll
2nd Hay 1972 when the Food and Drug Administration took over. At the time oi E
‘ the Rational Heart and Lung Institute's Report (volume 2 Regulatioh of the
"%« ~“marion’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
manufa.acl:uted. 50, when plasma was collected from p'ajid‘ donors in the Uniit'ed
Stated,_tliis coilectiqn was only partially under 1egisl$tive control, and this
\.’ cc_mtrol‘was provl_ng difficult to monitor., In addition Vithin the legislation
there x;vas allowéllce for "short supplies which were !lot regularly inspected.
ied . This allcmance was included within the leglslatlon to allow the procuremem: of
materials from sources outwith the usual suppliers of'the manufacturers which
weré me;mt ‘:o 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 .
e " suggests that other countries than those listed were involved in supply of

n(. : “plasna to the United States, particular éxamples being Mexico and Nicaragua'.
A . in '. . .3 ¢ * ’ . . .

Knowledge of the importation -of  plasma from developing countries was

-_-»widespread in the early:1970s and was referred to in Bulletin Ro. 9 of the

'--,'_Wprld' ' Federatiorl_ of' HemOph:Ll:La_ (special issue on blood transfusioll and
.'pla'qmé'pvhe;esis') Iwhi'.-clh was publishe'd in June 1975 just befére the 10th Cbngfess
- of th‘:e¢m.ir1d Federation of Hemophilia in Helsinki which I.attended as Chairm’arl
.'of an" oréhopaedit.:_ and surgical séssion. See paper by J. P, Soulier, who was

72

o

WITNO0841007_0072



¥ . : WITNO841007
the Head of the Fremch Blood Yransfusion Service (SOULIER 1975), Rosemary
Biggs (BIGGS 1975), who was then Director of the Oxford Haemophilia Centre,
' 'l(al:herine Dormandy (DORMANDY 1975), who was then Duector of the Royal Free’

‘ Haemophilia Centre, and Jack O'Riordan (O'RIQRDAN 1975), who was then Head of

. the Irish Blood Transfusion Service.

In- Fel.n;u'ary 1985, following the publication of AIDS- and the Bleood, Iir was
. qléaf that; there was an urgent need to contin‘ue the dissemination of factual
¥ .izknowledge about AIDS but no-one in authority seemed to be doing much about
, b i}:', altl'mugh tha Director of the Public Health Laboratory Service, Dr. Spence
’\.,. Galbraith, Miss Wel'lexl' the Chief Nurse, and Dr. Al].son Smithies, -then.
responsible for bleod products in the DHSS visited New.York after the Atlanta
meetins‘:; I joined them in sevexal of their discussions and later went Lo see
how :Lnfected children were cared for in New Jersey. l;raft notes remain of. .~
these visits (JONES 1985!)). Later in 1985 I approached the DHSS with the idea .
’ of holding the first conference on AIDS in the United i(l.ngdom in early 1986,
';The Departmenn quickly came up w;l.r.h the neceasary funding and as a result the
F firat AIDS Conference was held in February 1886 in Newcaatle. Prior to‘the’
:conference I visit.ed San Francisco beneral Hosplnal to talk to Dr. fa(nl_ |

o Volberdiug aud hia colleagues about the couference at which he was one of the

lprime speakers.' I also visited vdluntary’ associatlous. in San Francisco,'
.including the Shanti Project and later used this as a templaté for a
v racomenda;ion-to the DHSS that theyi fund a pilot project on AIDS and t11e"

* - community in Newcastle; this proposal was later implemented as the Community

Support Centre. The proceedings were published later in the year (JONES .

¢ Ly

) ..{,986‘8).-- As part of - this conference I presented the available data on
¥ . haemophilia (JONES 1386¢) Some of the facts given in this presentation had
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previously been published in the British Medical Journal (JONES ETI AL 1985(,‘-) whici
detailed our experience in Newcastle. Within the prese;lration (pp 106-107) I
raised 't:he question of the efficacy of heat treatment and r—eported'that Drsli
Brederveld and Levinae had seen patient:s who they thought had sero-converted
wh1lst on heat treated material, These remarks provokeq an immediate response
: from the Chief Medical Officer (who.h'ad opened the meeting), who was no douk'>r
; trying to give publxc assurance ahour. the blood supp]y Unfortunately Dr.
TP Acheson s 'response had the effect of blunt:.ng the thrust of the argument that
“heat _trea__t:meut may not be a guarantee of safe blood product, and subsaquem
"aerofr:or\;;rsiqns occurred in patients on the same blood i)roduc'c that bad “been
\_. ,re'ported‘ by Dr. ’Brederveld to be of questionable sa"fety (Armour Factorate

heated to 60° for 30 hours).

‘The com:roveray echoed my knowledge that nobody has yet been able to find HIV
in any fact.or concentrate, and that all work into product safety has had :o be
. performed either by - spiking concentrates With HIV and following viral

,;nactlvation using the most sensitive methods now a'\(ai,lable, or by using

< -surroggré v.;'.ruses av_nd showing 'thc;.ir removal. Thus 1t'i'sA ciear that the aﬁ;burt
'5_.;6.f"§w 'w_hich,mu_sr. have contaminated the fa;:tor VIII ant;l factor IX concentrates
. ‘_J_'n .orde-r"_to pradut,;e the epidemioclogical picture in rhe .haemophilic populationﬂ
\ . . .
.was. 80 - small that it is undetectable by present methods. It follows that
'~d.e‘monatrétién-.of’.so-call_ed "log kill'; following 5pik1né experiments can ~rie;;rer: -
xé.aq ‘to the conclusion that traces ‘0f virus capable of infection had been

. - removed.

',‘Ihereibre the proof of éompleté ren{oval of HIV depends en-tirely' on

v

- -"e.pid_emi'o‘logy, which in the haemoph111c populauon requires repeated testing
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for sero—conversion of cohorts of HIV sero-negative patients,. Since dry -

heatad materials (with the exception of the British BPL products from Elstree’

and Kdinhurgh), were removed from the market by the manufaccurers the

-epidemiology. has looked extremely .encouraging. - However, it has Tbeen

calculated that up to 30 times more exposure with volun:eer donor products is'
needed iu 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 anors (who are more 1ikely to come from

'-'populationa winh far higher rates of infeccion) than occur 1n, for instance.

this COuURtIY.

The real test of any system wnuld.comé when a donor presents shortly after
1nfection, 13 highly viraemic, and is sero-negative because he or she has’ nnt
yet developed sufficient detectable autibody (this is the case of the "uindow

in<which there_is_no known method of deteqt1ns infectious donors). The heavy

“ lo&d. of VLruS' donated would, with knowledge of the spiking experiments

referred to above, be virtually renmoved by all the methods currently in use,

including dry . heating at 80 c for 72 hours, but there BUSt Tremain the

;"Egssibilitz.that the trace 1eft”would be (a) undetectable by present methods

of testing either the individual donation or the pooled product and (b)

u'éapa51§16f infecting recipients;  A similar'position applies with rgga;d to
"£épa££ti€ B and hepatitis C, where most of the prééenglyvavailable produétgv
i have beeu shown to transmit despite negative testing. Qne of the difficulties‘
'in all chis is that che pooling cogether of hundreds of thouaands of donations
i.dilutes cut the 1n£ected dose making it harder to detect. This is why, in the

'case of'hepaticis B, patients are still vaccdnated.
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Subsequent to the eonference an article appeared in- New Scientist on 20th
Nebruary, 1986 (CONNOR 1986) which &etailed the choices open for haemophilia
treatment at that time. As a result of the coﬁtroversy I se.nt details of ehe
cases that I knew' about to the Committee of Safety of Medicines, and Armour
subsequently withdfew 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 Aﬁour
Pharmaceutical Comﬁahy, papers being referenced under (CORRESPONDENCE WITH
COMMICTEE OF SAFETY OF MEDICINES & ARMOUR PHARMACEUTICAL COMPANY). It emerged
\. during '.t:he course of this correspondence that some of the product was not
being indiOidual’lY donor tested. Unfortunately the withdrawal was too late to
seve further sero-conversions in Birmingham, which was referred to in a letter

from the Director of Clinical Sciencies at Armour on 27th February 1987.

S g " The company were also in t.rou_ble in the United States having had to withdraw -
" lots of heat treated factor VIII which had been unscreened for antibody’

(NATIONAL HEHOPHILIA FOUNDATION 1986). TPurthermore, the late withdrawal of

e ey
aEy

product - elsewhere in the world was later implicated . m sero—conversions in

I 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 dunor

.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 a’t the Conference.- The
purposa of this was to keep them as up to date as I could on the cantrovarsy

as to whether heat treatment was a3 effective in removing viral contam:mation

fx:om factor VIII and IX concentrates as had been suggested (JONES 19859}

N 'I‘hereafter ny time has been devoted to the follow-up and treatment of the_

~Newcast:1e .patient cohort, 1nc1ud1ng those infected with HIV their: familles, '

C ancl where appropr:.ate their sexual partners. All patients have continued to
attend for follow—up and no patient. hns refused to- be treated by me as a‘
tesult of their ilatrogenic infection. After the initial spell during which we

San e

vl félt we had to allow our patients to be nuréed' in the Infectious Diseases Ward

"at Newcaétle General Hospital, Dr. Hamilton and I made the decision t‘hat we

. were sufficiently experienced in dealing with opportunistic infections andv

lmalignanc:les to revert to all in-patient therapy being carried out at the RVI

\’ 1 v'continue to -be involved in clini’cal research, both with regard to the
| ', mtnagemeut of -haambphilia and to the managetneﬁt of AiDS and its related
- .diééaseét‘ N The Céntre is .participatir{g in the }Ieéical Research CQu.ixcil.
R Coucorde I Trial of Zidovudine, and an application is befcre the Ethical

.‘_wCommittee for participatian in a second MRC trial into the compasaionate use

:' e of Did_eoxyinoaine -(ddl).

I remain one of the four DHSS appointed Trustees -for the Macfariane Trust,
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which wag ostablished twoe vears ago o administer ax grasils

government to HIV infecved haswmophilicos and thaly families.

I have veasd the apended Statewent of Olate and the Health Authority Befence
and will comment on both in mors derail din the future.  Ar present it would
appear  that wy views differ from those sxpressed iu the Heslth Authority
Defencsg in only [wo aspecos. Pirsnlv¥, with regard to the government faillure
o implement changes in the blood trasnsfusion seovice fov the use of voluniesy
donor plasma in the 19708 and secondly, with regard co the implemenvation of
HIV antibody testing in 1983, 1f the guestion of self-sufficiency bhecomas an
igaue in court then I believe Uhal the oonsensus viow of witnosssed Eyom ohe

Hasmophilie Centves will be in accoord with my own.

The following is a broader summary of the maiwn polnte in ny evidence.

SUMMARY

i. AIDS was 3 new and entirely unsxpested diseaso.
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*;"i. Irs link with blood transfusion only became established in late 1982.

-

3. Testing for infection only became possible in late 1984,

4, gﬂethods of viral 1nactivacion on aclarge scale were not possible until
after the infection of most, if not all, of the haemophilic population

exposed.

P 5. . Heat treated materials were not available in the United Kingdom prior to

@ . late 1984.%

6. " If heat treatment had beeh explored thoroughly in the late 1970s there
is a possibility that it would have been discontinued 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 tojdo with the safety of
blood products developed as a result‘ of HIV infection as virél ﬁ

inactivation steps.

e 8. .- There was 'no alternative but to continue to. treat the underlying

- bleeding disorder.

- 8, - There was a need to assess aach individual patienf on his or her own
1 merits. All recommendations for use of particular blood products
between 1982 and the present day are made on this basis.
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P

Ho human blood produst can be guaventesd o be completely safe.
The Brivish Soveroment weve at fault by holding back the development of
s natilonsal Blogd Transfusion Service and ihe centval proguremont and

processing of voluntgey doner plosma dn ghe 19703, despiie assurancaes oo

Although the evidence will show that the chances of sulil-transfused
patients becoming infecred with heparivis ave the same for voluntesr and
pald donor plasma products, all the evidence is that there would have

boen less likelikood of pavients rvecelving volusteer donor produ

becoming infecged with HIV Fore dudividual donor

ing and w

inactivavion procodures got undey way.

There is evidenge that che procedurss for licensing plasma products in
the lave 1870s and gavly 1980s werse inasdequate and rhere i3 souws
geidence thar plaska producos from guestionable sourcss ware lmported to

this country without the bpowvliedge of the suthoricias,
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Hotes 'on the Rome meeting "Factor VIII concentrates and the treatment of

“haemcphilia. State of the Art inm 1990 (18/19 January)

Dr. Lou Aledort (New York) stressed the univeraally accepted. statement "ng

human blood product can be guaranteed to be co:npletely safe". This statement

i qheaded one of the main debates of the meeting. The other debate concerned the

..que,stion'of ,wheth.er or mot we should be using high ;)urity ‘rat'het than
,v’interme’dia_te puri:ty products. Iﬂ gene}.‘al the high .purity products requiArv‘e
more exposure to foreign proteins, and therefore antigens, than the low purir.y
{‘products and there is an argument that future epidemiology will show vth,at g

-;hese additives are harmful and capable\of producing (long~tem side effects. .

High purity products are both more expensive than intermediate purity products
a'nd, b‘ecause the loss of yield 1is greater, they require more donations per
batch. - Therefore, 1f viral imactivation steps do not work there is more

_ likelihood of infectiom.

"thn Caéh (Scotland) spoke about hisg f'e'ara about the 'use of solvents and

"detersents in the manufacture of most products now in use in Europe, and of
‘his concern abouc the exposure to animal protei,m, particularly murine

égi:igens, in the manufacture of t_he monoclonal products and indeed in ’the

B
o

present products produced hy' Tecombinant DNA technoloéj, . He qug__stibned the .
’”_scientific e\iide'nce that purity mattered and streaaed that' if physicians_

PO :‘}wanted an increase in purity it had to fit the patteru of both availability

.‘and safety' 'do not intrcduce new things to patients until you are surs”

R i : -
3

é;';;

W e . _

5:'; ‘Dz, Kernoff from the Royal Free Hospital in London stressed that he would only
370 now use licensed products because he was not willing to become involved 1in
[ . oo ' - .

T

Sr ok
Z
o

on
=
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further problems of litigation! In prescribing unlicensed proaducts 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 cdmmercial. Monoclate P (which had just received its 1licence);
Humate P (the Behringwerke product which remains in too short supply to
prescribe), Alpha Profilate; Cutter Koate HT and the Speywood porcine product

NHS 8Y was still not licensed but hid behind Crown immunlty None of the

other products being discussed at the Conference were licensed in the United:
Kingdom. ' He poim:ed out that in terms of cost one should not simply look at

the ‘cost per international unit of factor VIII or IX but at the specific

activity in terms of international units per mg (a higher specific activity

probably - but debatably - being better for treatment p-urposes,

The example he gave was a comparison between 8Y and ‘Monoclate. 8Y has a
specific - activity of between 2 and. 5 1international units per mg, whilst
Aﬁo'nocll.éte.ha's 10 tinies these values at 20 - 50 1nte1;nat'15nal uﬁits per ms,'yet
1n terms of pricing Sf costs the eqﬁivalent of 40 US cents per international
unil: and quoclate twice (rather than 10 times) as much at 72 cents per

iﬁternatioﬁal unit.

¥
j’.
?

\. "I'_he're'was a suggestion that CD4& cell counts were more stable with increasing '

R

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

ALy

o5

g components of intermediate purity con,centrates{ Evidence produced by Drs.

BT S Al

,Brer:r.ler and Levine from Worcester, Massachusetts when they followed patients

PR

. on Monoclate, was too scanty.
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Against the use of ihtermediate purity concentrates was Dr. Harcld"Robarts who

prefaced his remarks by saying that haemaphiliacs needed only facter VIIIL or
factor I¥. He suggested that the use of intermediate purity-products and the
continuation of on damand rather than prophylactic therapy was the equxvalent

' af “striving for mediocrity” and said that both HIV positive and HIV negative -

patients should recelve the ssme treatment and this'shquld\be of the highest .

quality)"ih case there is a cure"

v;} : ?;He suggested that recombinant DNA technology, not' human plasma. was the. futureh

PR

‘for factor VIII production, eapecially in developing countries and said that
,\. nor. l:o follow this route revealed . poverny in the min (Incidentally, '
| during his talk he referred to the use of plasma collected in Africa) -ﬁrk'
A’Robercs had been an gxponent in 1979vfor heated concentrates but had foupnd it
very" difficule tb sell this, especially because che' Centers for D?gease
Z;Cohtroi éhought that the cause.of“AiDS was unlikely to be a virus uniil.at”
least 1983. ’ Theirecombinant ﬁroduct which was, of course, preferable to -
heaced concentrates of . human origln could not be used until March 1987,

s following the rapid developmenc from. the discovery of the facnor VIII gene

/through tu expre831on of recomblnant product by Chinese hamster ovarian cells._i
_The'phaqe I study of the Hyland product had started in Dr. Roberts' unit in.
" ' Chapeifﬂill with two patients in 1987 and a phase Il trial was now under way, '

1 having recruited 54 severely affected patients (40 of whom were HIV. positive).

I Dr. Brettler in her argument for uging high purity concentrates for HIV
’ positive pacients, said that factor VIII concenttates had been shown to have a

s “milg"_effect*on the immune system. Four parametera‘ahowed change:

B iifﬁ.“' CD8 counts tended to rise.
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2. The CD4 and CP8 ratio tended to fall,
3. Lymphocyte mitogen responses tended to fall.
4. The CD4 count tended to fall.

It is also pertinent to.any discussion on safety that both the recombinant -
‘éroducts' énd the monoclonal prodﬁcts are reconstituted '1n human albumin.
ﬁ“5 '  Albumiﬁ ha; élwéjs been pasteurised and the epidemioldgy suggests that 1t'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 exCremely small (the most cOommoOn use of albumin is to correct low'

blood volume in cases of shock).

ﬁi. Aledort reported that because of the difficulty iq knowing whether anti-

viral measures work therevhad been a trend to apply ﬁo;e than one methodAto
.;3 ghe concentrates. Fo;_ instance; ‘chrOmatography r(whether by hydrophobid
in;eractién. the use .of polyelectrolytes or the wuse of affinity
'?hromaéogt;phy) had shoﬁn that viral removal was not - complete. So another
ptep ﬁad had to be added to manufacture. Depending §n the prdduct the secoﬁd~
step was either partitioning in the case of gammaglobﬁlins. ultra-filtratiop
(which had been thought to be only of use fér cells it was maw possible for
Giruaés withoutvclogging up the cellulose layers of the filters) or physical,
inéluding the use of heat and solvents. Other physical methods which had been

.~explored were . the yse of ilonising radiation from a cébalt 60 source, or UV

light. Biochemical and chemical methods included im@une neutralisation, the

o -,
e
T
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use of etﬁanoi, the use of solvent detergent techniques and the use of béta‘
propiolacéone or other chemicals. A recent development had been the use of

light puléés ~ a spin-off from the "st;r wars" programme in tielUnited States.
It relied on photosensitivity and an 1ncera¢tion.betwe§n UV light and various
drugs or dyes {cf psariasis treatméni). To date it had been .shown that pulséd "
light of low intensiCy might be capable of clearing virus from cellular blood

pruducts. Lastly.»there was the possibility of removing viruses by monoclonal

antibodies.

’Ihé_i'e were ‘ponential difficﬁlties with all thesge methode:: and theré 4may be
\". oliherjvirusés which: have t;o be removed from products as wel_l as ‘th.e murine
| virus from mousé antibodies used in.the preparation of monoclomal prpducts.
pfm‘Aledorp cited hanta virus, lymbhbcytic chério-meningitic virus, reo virus
ﬁype 3 and sendai virus. He also reminded the audience that stabilisers-addedv
to pfodﬁcts during manufacture to stabilisé factor VIII proteinm to heat 6r\

other methods were.alao'capable of stabilising viruses.

Dr ‘Mannucci gave a liat of products now avaLlable on the market (appended)‘:
.and reporteonn the number of sero-conversions that had occurred aince viral
=inactivation‘methods,had been introduced. Of 125 reports of sero-convérsion
worldwiﬁevzz met thé 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 1mp11cated 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 60° for 24 hours. one

patienc after exposure to blood product heated at 60° for 72 hours, one
patienc after Alpha Profilate which had been heated at 60° for 20 'hours with’

the addition 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

r'eceived 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 milliom units, had been

followed without gsero—-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 preseptly available concentrates.

‘quever‘, '-post—ttansfusion hepatitis was still occurring. To date 181 patients

had bee':i studied prospectively in a previously untreated patient study -

fulfilling the criteria of the ‘International - Committee on Thrombosis and

Haemostasis. Nine patients of the 18l. had developed post transfusion

hepatitis, giving an attack rate of- 5%. Hepatitis had been reported in a
-;ange‘ of products‘, including Behring, New York Blood, British BPL, Bio-

v",rransf_liléion. Hyland Monoclate, Armouf Monoclate, Immuno Hot Steam and AIMA

(solvent detergent). Alpha heat and heptane’ products had tramnsmitted to 5

.casea and Immuno hot steam (made in Italy) to .‘4 cases. The diacovery. of

‘

'hepafitis C and the_de#elopment of the antibody test should help to reduce

‘post tramsfusion he.patitis 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

reéisrtalit to solvent detergent. One of the difficulti_es in applying the

hepatitis C test would be in the prolonged interval between hepatitis C

'infection and the dppearance of the antibody which on.averageA was 22 weeks
} -w(;:'ange"lo - 39 weeks). There is an analogy here with HIV infection.

"Anawering. the qﬁgsiion of why heat treated material had not been _made

generally available in 1979, Professor Mannucci stressed that although it

seemed easy to éay this in retrospect, at the time there was not auttig:.onu‘
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evidence for manufacturers to apply heat generally and that heating had been

coﬁsidered tohe potentially dangerous. (In any case prlor to HIV infection .

-

heat: t:ould have baen shown notb Lo ba completely etfectxve in, prevenr.ing‘

-

'hepaticis transmission and mght therefare easily hewe been - gabandoned ‘fn .

_favour of other methoda) "Ihere is no progress without mistakes“.

'Finally, the application of polymeraae chain réact:i.‘on (PCR) testing was

mentioned briefly, only to say t:hat: the state of the art was as yet imprecise

" and that POSitlve result:s may simply be picking up parts of the virus which

 were non-infective. The technology' was "not yet eatablished . Having said

"‘“’ \that there was one anecdotal report that a fourth ‘generation monoclonal

product had be_en found to be,‘ PCR positive.

WITNO0841007_0087



’. .-..-':f. o L ~ " WITN0841007 .

~ IN CONFIDENCE

ADDENDUM TO DRAFT OF PERSONAL RECORD

.

i EUROBLOOD

.On my viait to. Ne.t‘\' York of May 1985 I met with Dr. Pindyck the-Vice President
.of thé New York Blood Center (310 East 67th Street, New York 10021) -Dr.
Pindyck was the V:lce President of the Center and had responsibility for the
‘Euroblood programme. This was started in 1973 with the object of importing
: red cell concentrates from Swiss, German and Belgian Red Cross becauae of the

shortage_,‘_ of red cells for medical and _surgrcal programmes in New York g:_ity,

o . Sple € o VG«
H

g ¥ . .
}!;‘-"'r' . ““which does not have enough volunteer donors and has to support nine medical

b'sckioe],s- . One of the leading European men;bers_'of Eurcblood was Profeasor

. . ' Hassig. The Euroblood programme is referred to.om p 142-143 of Hagen's book,
"Blood: Gift or Merchandise”. He cites ad import - of 200,000 units of red

cells per year, accounting for one third of the New York metropolitan area red

r

_ce11 supply.

The New York Center is a non-profit' blood bank with‘a_distiuguished Board of
"‘-D;irectors. 1nc1ud1ng doctors concerned with haemophilia care, 1n~particular
'-Dr Margaret Hilgartner. and the mportation of ted cells perfectly legal and

: 53 ¢
i . under FDA inspection " However, there is verbal evidence that Professor Hass:Lg

United Statea‘ to other countri.es. 1£ necessary 1 can obtain further
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