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GRO-B 

I refer to my letter of 20th March. I now attach copy report and correspondence between 
Brian Donald of the Solicitors Hepatitis Group and Professor Zuckerman, for your 
information. 

You will recall that the Scottish Group were hoping to obtain copies of medical reports and 
Counsels' opinion obtained by their English equivalent, and as soon as I hear anythign on this 
front, I will be in touch again. 

Yours sincerely, 

GRO-C 

Jean Abbot ......................................-.-.-.-.-.-.-.-.-.. 
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r ANONYMOUS 

Royal Free Hospital School of Medicine 
UNIVERSITY OF LONDON 

Rowland Hill Street, London NW3 2PF 

Telephone: 0171 $3012762 
0171-794 0500 extension GRO-C 

Facsimile: 0171-794 3505
E-mail: Marion(1 GRO-C 

From THE DEAN 
PROFESSOR ARIE t_ ZUCKERMAN. MD, DSc, FRCP, FRCPath 

Aspects of Viral Hepatitis Type B and C 

Lb

A Report prepared for the Solicitors Hepatitis Group (Scotland) 
June 1996 

Introduction 

Viral hepatitis is a major public health problem throughout the world 
affecting several hundreds of millions of people. Viral hepatitis is a cause of 
considerable morbidity and mortality in the human population both from 
acute infection and chronic sequelae which include, with hepatitis B and 
hepatitis C infection, chronic active hepatitis, cirrhosis and primary liver 
cancer. 

The hepatitis viruses include a range of unrelated and often unusual human 
pathogens: 

Hepatitis A Virus (HAV), a small unenveloped symmetrical RNA virus which 
shares many of the characteristics of the picornavirus family. This virus has 
been classified as hepatovirus within the heparnavirus genus and is the 
cause of infectious or epidemic hepatitis transmitted by the faecal-oral route. 

Hepatitis B Virus (HBV), a member of the hepadnavirus group, double-
stranded DNA viruses which replicate by reverse transcription. Hepatitis B 
virus is endemic in the human population and hyperendemic in many parts 
of the world and is transmissible by blood, blood to blood contact and by 
the sexual route. Natural hepadnavirus infections also occur in other 
mammals including woodchucks, beechy ground squirrels and ducks. 

Hepatitis C Virus (HCV), an enveloped single-stranded RNA virus which 
appears to be distantly related (possibly in its evolution) to flaviviruses, 
although hepatitis C is not transmitted by arthropod vectors. Several 
genotypes have been identified. Infection with this virus is common in many 
countries, and it is associated with chronic liver disease and also with 
primary liver cancer at least in some countries. 

......Continued 
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Hepatitis D Virus (HDV) is an unusual single-stranded circular RNA virus 
with a number of similarities to certain plant viral satellites and viroids. This 
virus requires hepadnavirus helper functions for propagation in hepatocytes, 
and is an important cause of acute and severe chronic liver damage in 
some regions of the world. 

Hepatitis E Virus (HEV), is an enterically-transmitted non-enveloped, 
single-stranded RNA virus, which shares many biophysical and biochemical 
features with caliciviruses. Hepatitis E virus is an important cause of large 
epidemics of acute hepatitis in the subcontinent of India, Central and 
South-East Asia, the Middle East, parts of Africa and elsewhere; and this 
virus is responsible for high mortality during the third trimester of 
pregnancy. 

The GB Hepatitis Viruses (GBV-A, GBV-B and GBV-C:HGV). 
The GB hepatitis viruses were cloned recently and preliminary genomic 
characterisation shows that they are related to other positive-stranded RNA 
viruses with local regions of sequence identity with various flaviviruses. 

Phylogenetic analysis of genomic sequences showed that these viruses are 
not genotypes of hepatitis C virus. The hepatitis G virus (HGV) which was 
cloned independently, is believed to be very similar to if not identical with 
GBV-C. 

Viral hepatitis (and more recently HIV) constitute the main hazard of the 
transfusion of blood and certain plasma components. Several types of viral 
hepatitis are recognised now, as outlined above. The availability of specific 
serological tests for hepatitis A and hepatitis B revealed that hepatitis A is 
not transmitted by blood and blood products and provided evidence for the 
existence of other hepatitis viruses. 

2. '► Hepatitis B and Blood Products ; 

A WHO Committee noted in 1974 (WHO Technical Report Series No 570 
Geneva, 1975) that rates of heätitis surface antigen positivity vary 
mark~ec y among different donor populations, and according to the 
sensitivity of the test used for detection! It was also recorded that in 
general, paid or commercial blood donors in the USA have been found to 
carry the antigen 5-10 times more frequently than volunteer donors. 

A discouraging finding in prospective studies of transfused patients was that 
hepatitis cases continued to occur even in recipients of blood which was 
non-reactive for hepatitis B surface antigen by the most sensitive 
radioimmunoassay technique available at the time. It became apparent that 
although some recipients had hepatitis B, it appeared that many had 
infections that were not caused by hepatitis B virus. 

......Continued 
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Two ways of improving the safety of high -risk plasma derivatives were 
considered: 1) The use of the most sensitive test for hepatitis B surface 
antigen for every unit of plasma for fractionation; and 2) The development 
of methods to remove selectively or to inactivate residual virus. 

T1-ie WI-lC) Fx rt C i i 1076 (Technical
IVo O2. C3 eneva-_1 77 recommended si ni  many studies have shown 

.that paid donors constitute a particularly high -risk group for transmitting
hepatitis, every effort should be made to introduce an entirely voluntary 
blood donor system. 

In 1979, an informal consultation on viral hepatitis was held by VVI-lD 
{McCallum R and Zuckerman A,J_ .Journal of MVledical Virology, 1981; S= 

fr
1-29). It was noted that hepatitis B as well as non -A, non -B hepatitis 
transmitted by high -risk donors remain a significant problem and such 
donors should be identified, other than by specific serological testing (not
available at the time for non -A, non -B hepatitis). It was also recommended 
that Government Health Authorities should control trade in commercially 
acquired blood and blood derivatives in order to reduce the transmission of 
hepatitis virus infections. 

hJote that the Federal Government of the USA rec aired that ail loon rio
units be clearly  designate as"paid' ° or 'volunteer"; Federal Register, 1978.

3. Risk of Hepatitis after Plasma Concentrates of Camrnercial or 
Volunteer Origin 

Surveys and clinical studies of post -transfusion hepatitis in the UK indicated 
that the incidence of hepatitis after the use of blood products obtained from 
voluntary donors was 2-4%. - Therefore, even on the basis of lower reported 
attack rates in the tJK e.g. 2. 4-'3c after a mean exposure to 7.4 units of blood 
products, it became virtually certain that r-i susceptible patient exposed to 
more than 300 donor units of blood products will develop hepatitis. 
Therefore, the overall attack rates approached 1 00 4. whether concentrates 
were of commercial or volunteer origin. 

The introduction of viral inactivation by heatirioof clotting factor 
concentrates in 1985-1986 has been larg'  ly effective. 

4. Non -A, Non -B I-lepatitis: Hepatitis C 

As specific diagnosis of the different types of viral hepatitis became possible 
some 20 years ago it became apparent that there was one form, previously 
unrecogriised and unrelated to hepatitis A, B, or C}, that was transmitted 
principally by the parenteral route. This became known as non -A, non -B 
hepatitis. 

.... ..Continued 
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Results obtained from several carefully conducted surveys of post-
transfusion hepatitis in the United States and elsewhere provided strong 
epidemiological evidence of "guilt by association". This form of non-A, 
non-B hepatitis has been found in every country in which it has been 
sought; and it shares several features with hepatitis B. In countries where 
all blood donations are screened for hepatitis B surface antigen by very 
sensitive techniques non-A, non-B hepatitis may account for as many as 
90% of all cases of post-transfusion hepatitis. Outbreaks of non-A, non-B 
hepatitis have also been reported after treatment with blood clotting factors 
VIII and IX. Non-A, non-B hepatitis has occurred in haemodialysis and other 
specialist units, among drug addicts, and after accidental inoculation with 
contaminated needles and other sharp objects. Mother to infant 
transmission has been reported. In Britain and in several other countries 
some cases are not associated with transfusion, and such sporadic cases of 
non-A, non-B hepatitis account for 10-25% of all adult patients with clinical 
viral hepatitis. The route of infection or the source of infection cannot be 
identified in many of these patients. 

Although in general the illness is mild and often subclinical or anicteric, 
severe hepatitis with jaundice does occur, and non-A, non-B hepatitis 
accounts for a substantial fraction of all fulminant hepatitis. In many 
patients the infection may be followed by prolonged viraemia and a 
persistent carrier state. Studies of the histopathological sequels of acute 
non-A, non-B hepatitis infection showed that chronic liver damage, which 
may be severe, may occur in as many as 4C-50% of patients. 

A News Release by the Chiron Corporation in May 1988 reported the 
identification and cloning of hepatitis Wall Street  Jou 1 
1 May 198 ,but publication in the scientific iterature was delayed until the 

dTIowing year (Choo Q-L et al. Science, 1989; 244: 359-362). 

There is no doubt that the ability to detect antibody to hepatitis C virus 
based on the technology introduced by the Chiron Corporation in 1989, 
generally several weeks or months after acute infection was an important 
advance and a useful screening procedure. The assay was based at the 
time on anti-C-100-3 antibody. 0100 is located within a small non-structural 
region (363 amino acids) of the polyprotein of hepatitis C virus. This region 
of the viral polyprotein was recreated by the ligation of four overlapping 
clones. There were, however, a number of problems: 

Some individuals infected with hepatitis C virus do not mount a 
detectable antibody response to 0100-3. Further, the "window 
phase" i.e. from the time of infection to the appearance of antibody 
may vary from weeks to many months. 

2. There were a large number of false positive and false negative 
reactions, The number of false reactions increased even further 
when the test was applied to frozen and thawed samples. 

......Continued 
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3. The lack. at the time, of ccr -tfirmatory assays for repeatedly reactive or 
borderline (i rid eterminant) reactions. 

Neverth less, it was generally agreed that testing for hepatitis C should be 
introduced as soon as it was practical. 

Practical considerations included the following_ 

1. Evaluation of the tests; 

2. Pilot studies; 

3. Availability of additional equipment; 

.4. Training of technical personnel and provision of scientific 
information to staff and medical advice to donors; 

6. Securing capital and recurrent funding at a time of severe 
finariciai constraints_ 

Preliminary trials were completed in the Autumn of 19907, but at about 
the same time the only two manufacturers, the Chiron Corporation and 
Abbott Laboratories both from the USA. were planning to introduce. new, more 
sensitive and specific second generation tests. The second generation tests 
became available three months later (Fobruary 1931) and required evaluation. 
Further evaluations were undertaken and when completed it became apparent 
that one manufacturer provided a pre -production batch. The final test format 
was different from the pre -production batch and all the tests had to be 
repeated in the Spring and early Summer of 1991. 

Testing was introduced throughout the UK at a common date on 
1st September 1 991 . 

5_ Risk Assessment onci Fisk "Tolerance 

Risk tolerance was defined by Layfie€d (the Sizewel€ Public Inquiry, 1987) as 
follows: 

tolerance does not mean acceptability. It refers to the willingness to live `` 
with a risk to secure certain benefits, and in the confidence that it is being 
properly controlled. To tolerate a risk means that we do not regard it as 
negligible or something that we might ignore, but rather as something that we 
need to keep under review and to reduce still further if and as we can." 

The use of blood products is a good example of risk tolerance. The human 
immunodatIcicncy virus can be taken as an appropriate example mimicking 
hepatitis B and hepatitis C, all of which share a similar epidemiology_ 
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in Jarniary 1983 two articles were published in 
J'our 

a&of 

Tvedicirie and a Leading Article that 
Facto r concentrates  contained an infective 

prestigious T 
evidence tha 

reason far the continued use of Factor VI I during 1 9B3-64 was simply that 
there was a consensus that the benefits obtained from concentrate therapy+ 
greatly exccedad any harm that might ensue_ At a meeting of the World 
Federation of Haemophilia in September 1984, there was a statement which 
"urged haemophiliacs not to withhold treatment for fear of AIDS_ The risk of 
AIDS was 1.100 in antibody -positives"_ A 1584 Lancet Editorial ended "We 
must not forget that the commonest cause of haemophiliac death is bleeding"_ 

The continued use of blood derivatives prepared from large pools of plasma 
can only be understood in terms of risk analysis i.e. that the perceived risks 
were far outweighed by the enormous benefits-

6- Opiniora 

1. Several hepatitis viruses and f-f1V constitute the main hazard of the 
transfusion of blood and certain blood derivatives prepared from large 
pools of plasrnna. 

2. Paid donors constitute; a particularly high -risk group for transmitting viral 
hepatitis . 

3_ The introduction of specific serological tests for screening blood for 
hepatitis B and C (and other blood borne viruses) has increased 
considerably the safety cf blood. However, the overvwrhelmirig avid+erice 
indicates that the elimination of paid professional donors has been the 
single most important factor in reducing- the incidence of post -
transfusion hepatitis. 

4. IVlethc>ds for inactivating residual virus in blood derivatives were difficult 
to develop. 

5. The introduction of routine screening of all blood donors for 
hepatitis C in the UK on 1st September 1591 was not delayed 
unreasonably beyond the prcoductic>n, availability and secure supply of 
more specific and sensitive second generation tests and confirmatory 
tests. 

6. Risk assessment and risk tolerance are significant factors in the use of 
blood and blood derivatives. 

G RO-C 
Signe=d__- - --- - --

A-J. Zuckerman, MD, DSc, FRCP, FRCPath 
Professor of lVledical Microbiology in the University of London, 
Director of the VVF-ICD Collaborating Centre for 
Reference arid Research on Viral Diseases, 
Member of the \'Vf--IU Pxper. Panel on Viral Diseases ; and 
Honorary Consultant in 1Vlicrobiology and Clinical Virology 
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'rofessor A J .Zuckerman 
.oyal Free Hospital School 
iniversity of London 

Rowland I-Till Street 
I....~1vnt~ly 

I~TW3 2PF 

of Medicine 

) ,ir , -et .• 0r r aorvi22_1S 1 ?S_ 1 prise: 7 11117.t96 

near Professor Zuckerman 

BRIAN p • DONIALD - ~ v  PETER MISSELHROOlc 
PA VR3 C. 00800N G:'EdFt15T0P1#E.R SAYE5 
T01s4 MACLACHL t. ASIGI1AEL I. D. STIJIL.ROCK 
siIEILA J. l 9COS1r ALISTAIR E. MACi7GiNA3_D 

ASSOCIATE DOQSIC C 9lAR_R150N 
MOTOR CLAMS EXECLr5 rvE 1, b2cL£A2`3 

Cdi ,bn..gh Address 43 York Plato 
E.diobwgh 51f  9173' 
Tel, 8131 856 7957 
Fax.- 0133 558 1596 
Licensing i4etpliao
E-mail: edin.hastie@ GRO-C 
DX ED1 6 

1._.-.-._._._--.-.-.-._._._._. 

Gfogw Rdd <-_ra- 19 Woodside Place 
Glasgow 03 7QL 
Tel: 0141 332 1434 
Ce, 0141 332 4652

 E -mail= glas_lrastie~{u'_______________. 
DX 512217 Gicagow, Sandytbrd Place 

G, l hi,,!,, Addsvrss 1 7 Market Street 
Galasitiels TDI 3A1) 
Tel: 41896 753351 
Fax: 03896 753119 ,--- - - -
E-mail gaabas6c GRO-C
DX Gala 707 -._._._._._._._._._._._._._i 

Edinburgh 
Itryty r®_ Mr. Donald 

Solicitors' Hepatitis Group (Scotland) 

I have now the comments of my various colleagues in respect of your report and would 
appreciate your further comments on the following points.- 

I _ The general flavour of your opinion an d conclusion are to the effect that given all the 
U*4-- circumstances and the relative risks, there is no realistic basis for a claim against either 

the Goverrrrtent or the Scottish Nlatiornal $load Transfusion Service_ In other words_ 
given the circ11r12stances prevailing in respect of the identification of the hepatitis C 
virus. it is likely that the "state of the art" defence would be capable of being 
established_ Is that correct? 

2_ I appreciate the details you give in respect of the history of identification of the virus 
and the difficulties facing those attempting to establish and effective detection test_ You 
say on page 5 of your report that preliminary trials were completed in the autumn of 
1990 at which time two manufacturers were planning to introduce more sensitive and 
specific tests- Th ese tests were in fact available in February 1 99 ] but required 
-valuation and further testing in the LF_K_ so that they were not introduced urtiversally 

here until 1 5E September 1991 _ Would it have been possible, and if so, appropriate (apart 
from resources). to have introduced the tests earlier even by only a few months? 

3 _ I also note your corr,ments with regard to risk assessment and risk tolerance as 
compared with the perceived risks of infection and that the use of blood an d blood 
derivatives fi -oxn large pools of plasma is largely beneficial for those sadly suffering 
from haemophilia._ Would you riot agree that the same considerations do not apply to 
matters of whole blood fir transfusion purposes an d that earlier effective screening an d 
indeed surrogate testing would have been on balance more beneficial than the risk of 
transfusing infected blood? I say this because although the hepatitis C - virus was not 
identified . _ -/ 
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krcc 
identified until 1989, from  11 98•  t e A l on Ti w s  lc nw ofi 'What if any 
action. whether by screening or testin g, could have been take n  against the transfer of 
this unidentified virus and its infecti -ve potential? 

Equail -  I note that you say that the most important factor in reducing the instance of 
past -transfusion hepatitis has been the elimination of paid professional blood donors. 
Since as far as I know the U _K_ has been self-sufficient in whole blood, certainly since 
the mid -1980s, is it the case do you think, that the infection has arisen purely because of A&
donations by infected donors in the LJ.K.. or was it the case that whole blood was being 
imported also? 

5_ Indeed was there no other source of blood products for import rather than the United 
V* States, bearing in mind the well-known practice there of paying blood donors? A~ 

6. You 'will recall of course that I also asked in my original instructions for you to 
comment on liability of the (3over.+r„ent and SNBTS for patients infected with hepatitis 
B. Where are very few cases- but do you agree that since there has been an effective test 
since 1 955, anyone infected with hepatitis B is likely to suggest medical negligence? 

7. On of my colleagues has asked the following question on which I would be glad of your 
cornxne!nts_ "Are 'yen aware from the information available whether haemophiliacs were 
advised of the risks from blood derivatives prepared from large pools of plasma as 
compared with the risk of death from bleeding". You .make reference at page 4 to the 
risk of contracting AIDS from blood products as being 1 1 00 but are there risk figures in 
respect of the contraction of hepatitis C and death through bleeding? I appreciate that 

if you have given general views on the benefits to haemophiliacs but do y_ ou consider that 
they Ns-ere given sufficient information or advice to enable them to make an informed 
choice_ even if it were only in respect of the possible infection with the Non -A l`Ion-B 
virus and its possible consequences? 

I shall look forward to hearing from you_ 

Yours sincerely 

BPJA14 G L)ci W 
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al Free M"spital Schc~c~l cif Medicirie'E is  OF' LQNDON 

World EIealth Organisation Collaborating Centre
for Reference acid Research on Viral Diseases c • F ~~gC3 

Rowland Hill Street, London Nuz3
3¢Iphon¢. 017-1-794 0500 =t¢azsinn GRO-C 
Frzcsimile. 0171-794 3305 ._._._._._._._._._._. 

17ti -i .Tuly 1996 

Yaur Raf ; BGD/PL/S178 . 1 

Mr Brian G . Dona 1 d , 
.7 & A Hastie, Solici -tars
43 Yor3c Place, 
Ec3.3nburczi'i EH1 3H'r 

Dear Mr I3orialc3., 

z'hanc you for your latter of 11th -uly 1996 _ 7r sat out my 
c omma n t s i n the o rda r o f the issuers raised in your 1 a t t a r_ 

1_ 'Thera is TIC, r e a l i s t i c basis o n scientific grounds , in my 
opIrtiori, for a success ful claim againa -t. aithar thE. 
Govarrurtent or -t3-ya SNE3TS in respect of the identification o£ 
hapa ti_ -tia C virus (i3C'S7) and. -the intxoduction of screening 
tea a `t7r 3 food ci ric a in the UK. 

_ Please raLar to ii. am 4 acid in particular to page 5 of my 
original r s pat:. 

2.1ti-ia -iz second ganaration tests ID a camc available in 
Fabuas-y - 1991 , trier tests requa..xad la3>oratory avaluation 
When the evaluation was cc>mnp1e.tad, one manufacturer altered 
tha test forstzat a  that all tha t4:a  had to ID  -apaa -tad in 
the Spring acid early- Surnrrtar of 1991. Two other ancillary 
factors should ba noted: 

a_ The heavy commitment of the Lslood Transfusion Services 
in the n at T o n a l d-.n t e r a s t -t o t h e war e f f o r t i n the C--u 1 f 
in the Winter of 1991. 

ID _ The naEd to train staff at Transfusion Zabo -ator±aa 
when new tests are introduced, the prowisiari of 
equipment and securing an adac;uata aril reliable supply 
of test }city and raagants 

I d o not consider that 1t would have been realistic t o 
introduce tests for HCV ai" all b3ac d donors uniformly 
throughout tr i er UK befa -a 1st Sapta.rnbar 1991. 

3 _ Surroga -t.a tarts c3© not offar apacificity, wi-iiai -i in my view 
is essential 3Dacausa of the potentially largo number of 
f a l s er -posit 1 va and m o  n important 1 y f a l s e- n g a t i ve r e s u l t s. 
There are Tio ct7nfirrrtatory tests for surrogate mar]cers
Thcare ware no tests for intect ivity at the times _ 

- - - - -Continued 

- I 
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Nfr 33x-in G. Dona1d 
17th .TuZy 1996 

4_ Fortunately, blood donations in the UK are entirely 
voluntary_ However, sc1f-sufficiency for the prcavision of 

l ood product s f r om vo 1 unit a ry s ou r e e s h a s n o t been a t t a i ne cl

2'he European Union sc t out its target of ac 3-iieving sc-:lf-
s u f f i c i e n c y in b loo d p ro d u c t s i Ti 1989 -  Th i s ha s no t bBe n 
a -ttainc.d_ Sn 1994, 60% of the p1rime used in the European 
Uriican ' s plasma prraduc is was collet fed in the Urxitcic3 States 
The European Union has avoided so far, to my }knowledge, 
s et L i n g a d a t e for e n d i n g the impo n a t i o n of p 3 a s ma 
p m-o d u c t s_ 

5_ Manufacture d b loo d product s f r om c ou nt r i e s outside N ort h 
Az;te r i c a and s cm p rod uc er s i n E u rope may c a r ry h i g he r r i s k s 
of infection. Much depends on Gaoci i+anu fa. ctaring Practices, 
donor s - 1 ec t i o n a nd requirement s s e t Say the N a t i o n a l Co n t r o l 
Avt3 -iorities _ (Please refer a3 so to Z -tem 3 on Page 3 of my-

) - 

6 St is incorrect to assume. that medical negligence is th+a 
r a s on f o r 11e p a t i t a a 33 i n f e c t i o n ID s c r e e n e d i- 1 o o d_ There 
shay b e s ev r a l t e c h n i c a.1 reasons f o r i n a b i l i t y to de t e c t 
residual infctivity, arid there ar , in any case, no 
absolute tests in biological terms. The r.is}c of hepatitis B 
today in seraerred 2a2ood in the LISA, for camp] , is 1 . 50, 000 
urine

7 _ Pa -r— ri -ts with haemophilia are generally aware of the 
possible ris3c of viral infection anti its Corifs4aqim nice tip 
2+7ote, for example, the statement on ASKS issue`py ne World 
3-ederatiori of Haemophilia, in September 1984 (Page 6 of my 
rport) _ S caririot corrirnent , however , on whether each patient 
was iriformeci of -the ris}c by each } a+smophilia Cer tic in the 
country_ 

Sn general terms, t. 1-t risk of death from bleeding or from serious i 3 a. sua damage as a result of bleeding .is c+sr -ta.inly more Lmmc-~cli-a-tc~ 
than the coma. m a. of infec ti on with HCV where the disease may 
ev a 3 ve s 1 ow 1 y over a pa. r i o d of 2 0-30  years ox- 1 o nge r- Howe va r, 
t h i s i s not my f i e l d of c xp e r t i s e a n d t h e qu e s t i o n c o n c e r n i n g 
b1cec3irig should Sae as3ced of a physician specialising in 
coagulation disorders _ You may wish -to consult Far Christine Lee, 
Director of the Haemophilia Centre at thcr Royal Free 

S hope that tries above co:rnrnents arc helpful . 

Your s s i n c a. x- e l y, 

GRO-C 

Professor A - .T . Zuc3cerman 
Dean of 1 -ha. Sc3zool of Medicirie and 
Director of the WHO Coll aborating Contra. for 
Eta. far+enca. and Rosearch in Viral Disaasa.a 
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'rofcssor A J .Zuckerman 
Dean of the School of Medicine 
Royal Free Hospital School of Medicine 
t3rliversity of i.oricion 
Rowland 1-Jill Street 
LONDC>I'7 1'1W3 2PF 

you,- ref cam. -f BGI , PMcCIS 1 78_ 1 1?are 

Lear Professor Zuckerrrlari 

Solicitors Hepatitis Group (Scotland) 

)OHN A. LOLIDON 
BRIAN 

C. 
ONAID PETER MISSELBROOK 

OA'. TI C. G BDDTI C1H1 STDP11E . SY£iC 
TOM MACLAC]~AN M -IS'r  Ej_ I. D. s'r12 ROCK 
SHEILA 1_ MCCc3SH ALCSTAIR I. MACDONALZ7 

A.SSC"CIATE 1313M3]VIC C. FrA.E.E.ISOli 
MOTOR CLAIIa•IS EXECL.RIY£ 3. MrLEAX 

Eli, f,..,Eh ,4 ss 43 York Place 
Edinburgh Eli] 31ST 
Tel: 0131 556 7951 
Fax- 0131 558 1 596 
Liccasing Hc1pi1nc 0131 557 422M 

-mail= cdi h ti 
Dx Ell 6 ``

o» .Y~ rrs 19 Woodside Place 
Qlasgow G3 7QL 
'1'L 0141 332 1454
Fax- 014] 333 4652 ; GRO-C 5 -moil. gl ob
DX 512217 c'lasgow Sxd ford'Pt-, 

GarlarhLsfs RrElress 17 Market Street 
Cmlashiols 1731 34•D 
Tl: 01896 753367 
Fax: 01896 7531 19 ._._._ ._._._~ 
5.-ma,!: gala_hastia  G RO-C DX Gala 707 -".------".-._."."---".----_---- 

Mr Donald 
15 A.ugust, 1996 1 o t la= EICII•N$I7RGfI 

I refer to your letter of 1 7 ' July with your further conlments in respect of the matters raised in 
my letter of 1 1 1h July. 

There are a number of other points arising on which I would appreciate your corr=ents 
although I do take on board the point you make at the end of your letter of 1 7 r]' July that you 
cannot comment on the risk of death fr om bleeding or tissue damage being more irrrricdiate 
than the consequences of infection with hepatitis C and that this more properly could be dealt 
with the other expert you recommend. Nevertheless I would raise the following matters for 
your cottiments_ 

Hepatitis 13 Infection 

I note your comxx eats in item 6 of your letter of 17' July as to the fact that there are no 
absolute tests in biological terms and that there may be several technical reasons for 
inability to detect residual infectivity. You mention statistics in the USA which show 
a risk of hepatitis 13 resulting even from screened blood in 1/50,000 units. Are there 
statistics for the UK bearing in mind that effective screening tests were introduced in 
1985? 

?. Could you also explain what technical reasons there are for the inability to detect 
residual infectivity. 
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al IFree Hospital School of Medicine 
ERSIT~c' OF LONLDC?N

orld Health Clrganisation Collaborating Centre Z` 
for Reference and Research on Viral Diseases ~~T > 1rs o ~ 

Rowland Hill Scree[_ London NW3
Trlephon_ 0171-794 0500 e.rrrnsior! GRO-C 

cin-ü1 . 017.1- 794 3505 ........ 

Yc,ur refs BC D/i'McC/-178 . 1 

4 September 1996 

Iir Brian G Dornald 
J & A HastiH, SCD11. itcsrs 
43 York Place 
Edirt1Durg -1 El -I1 3HT 

DBar l4 Dorxa2d 

Solicitor-- r3epati1is Group (Scotland) 

ThanDc ycDui for ycsur lettex of 15 August, 1996 wlzicli S found an my r -turn from 1H H _ Tlie following a  my coirmients on the 
further points raisoca' lay meml-ers of the Solicitors Hepatitis 
Group (Scotland} . 

1. T21erc; arm no published absolute figures In the LTK £or 
hepatitis B associated with the transfusiori o£ screcrzed 
blood, }au -t bHHHd on cases roportcd to Regional 
Transfusion Centres it was estimated in 1993 that there 
are probably 100 infections pe= arznuzn. 

2 _ As a matter of priric iple, all a3aora tcsry Costs sl C)Lild }3e 
conducted by nationally approved methc)ds, or they must be 
carried out by val idated methods givirg cquivaierz -t 
results A minimum set of controls are included with 
cvorsr series of t gi sts Reagents used in test- conform to 
national and intantiona1 standards_ Tests carried out 
lay the Na iona2 Blood Transfusion Services nneet t2zese 

Ttzere are many tHchraical reasons «hy bic)10gs al tests arm 
riot absolute and may not dc.tec ` infer ti ity in all cases
Tl1.esc inciuc3H the folloowing: 

Coriti riued .
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The "window phase"_ This is the period betweerx 
infec-t.icDn anti the detestability of virological markers 
of irxfectiorx _ An example is an infectious blood donor 
who i s i Ti t he e a r l y i n c ub a t i on period o f a+c u t+a 
lz a a t i t is B. Qv r 1 he year s much has been 
devc,te.d, with success , to shortening a. icgriifica.ntly the 

Window" phase . 

Hepatitis B surface antigen variants and mutarxts
wh ± c h may no t be d e t e c t a b l e by c u rre Ti t t e s t s 
particularly those tests based on hz.g1-xly specific 
monoclorxal antibody assays . 

1; d-lii i=s to the sensitivity of sc -E? r .ng tests , :ich 
are gensrally based o.z eri yrn =runurxC)absorbant assays _ 

. Circulating antigen -antibody comples+s so -t bat free 
viral antigen is ric~-t available to the detector system_ 

The .above are some c>f the re.asoria. why consideration is 
being g i v n t o t h e ±r1 t r o du c o o n o f nucleic a c i d b a s e d 
techniques and -the need to improve further tFi 
sensitivity of screerxirig tests. 

3 _ Ministers responsible for the Eepartments of Healtl-x ( in 
England, Wa1aa , Scc't1and and NC 2 - tl'lern Ireland ) receive 
advice cif course from the Chief ME.di.ca1 Officers through 
v ar i c> u 5 expert advisory ccammi t. t e cs , for example the 
hepatitis Advisory Group, tlxe Advisory Committee on the 
Microbiological Safety of E food grid Tissues , the 
Microbiology - Advisory CcrnunittaE. , tizc National Blood 
Author i t y a Ti ci i t s v a r i o u s a dv i s o ry c omm i t tee s and t he 
canuui -tte.ea. cf the Ragic>rna1 Blood g=ars fusion Centres , the 
Expert Advisory Committee on J32DS and others . Is 
theref a. no 1a.ckc of expertise and infc>rsnatiori 
Guidelines arc. px2blished by the Department of Healtix from 
bane to t±ma. arid tl+ese are widely di a.

Irxfc>rmation about ris3cs associated with a particular 
t=eatment falls within the domain of tlxe clinician 
r e s p o n s i b l e f o r t h e p a t i e n t.

4 - 2'he existence of nn -A, nn- hepatitis was known to all
national Health Authorities in 1981-1955. 

S_ P leas e r e f e r t o my comments caID o v e under i t em 3_ 

Yc7u shcsuld also be aware that as ic>rig ago as 1976 , 
Granada Ta.1a. ision transmitted two we 13 docurne nit- e d WC) rld 
in Action programmes an public television (CYiainne1 3) on 

Can -tinued . . . 
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hepatitis risks associated with commercial blood and 
blood products under the title "Blood Moon s". These 
programmes were televised subsequen .y in many countries 
throughout the world including the USA. A further World 
in Action programme, "The Blood Business", was 
transmitted in 1980. I believe, therefore, that the lay 
public will be aware of the risks associated with blood 
transfusion. 

Although I participated in the preparation of these 
programmes, I regret that I do not have copies of the 
tapes. The topic has also been aired in the popular 
press from time to time. 

I attach a note of a nominal fee far the work carried out on 
17 July, 1996 and that associated with the above annotations. 

Yours sincerely 

Professor A J Zuckerman 
Director of the WHO Centre 
and 

Dean of the School of Medicine 
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ANONYMOUS 

professor A J Zuckerman 
)ean of the School of Medicine 
loyal Free Hospital School of Medicine 
Jniversity of London 
lowland Hill Street 

LC?NDQN NW3 2PF 

Your ref 

Dear Professor Zuckerman 

Our ref BGD/RL/S 178. I Date: 

Solicitors' Hepatitis Group (Scotland) 

Parnren BRIAN G DONALD 
DAVID C GORDON 
ALASTAIR I MACDONALD 
SHEILA) McCOSH 
DOMINIC C HARRISON 

Associates HAMISH D A BRUCE 
ALASTAIR BRACKEN 
GILLIAN S BLACK 

Motor Cialms Executive JOHN MCLEAN 

Edinburgh Addrrss 43 York Place 
Edinburgh EI{i 3HT 
Tel 013I S56 7951 
Fax: 01315581596
E-mail: edin.hastiell GRO-C
DX ED 16 

Glasgow Address I9 Woodside Place 
Glasgow G3 7QL 
Tel: 0141 332 1454 
Fax: 0143 332 4652 ---- ----- ---------
E-mail: glas.haslie(ai G RO-C 
DX 512217 Glasgow, Sandyford Mace 

Brian G Donald 

24' September 1996 Reply to: Edinburgh 

I thank you for your letter of 4th September and have now had an opportunity of considering your further 
comments. I will arrange for settlement for your further fee as soon as possible since I did not anticipate this 
in that all the question I have put arise from your original report. I do however accept that you have been 
involved in further work and will arrange for settlement as soon as possible. 

Meanwhile however I trust you would be prepared to clear up two small points arising from your current 
letter. 

1. You say that in 1993 it was estimated that there were probably 100 hepatitis B infections in the UK 
associated with the transfusion of screened blood. Is it possible for you to relate this to the number of 
transfusions of screened blood per annum since of course the statistics in the USA which you 
mentioned in your letter of 17th July were so related. 

2. Given your further comments on the reasons for why biological tests are not absolute, is it the case that 
there will never be an absolute test and does that apply to the hepatitis C test which was introduced in 
September 1991 in the UK? If so, can you say approximately per annum how many persons continue 
to be infected with the hepatitis C virus from screened blood? 

3. Finally, you say that consideration is being given to the introduction of nucleic acid-based techniques 
for the improvement of the sensitivity of screening tests. Are such techniques used in other parts of the 
world and in particular the USA? If so, when were they introduced? 

I shall be glad of your further comments in these matters and am much obliged for your continued assistance. 

Yours sincerely 

Brian G Donald 
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4  
rye: IIo sprital School of Medicime 

~~'v 
RSrl . F  L 1JCDN

World Health ( garl:catin Collaborating Centre j --~---

for Reference and Research ©n Viral T►iseass

Rvwlanc3 I -iii S.rcr[_ I. ,r.dan NV.T3 2PP _ 
T {e ~i oxc 0171-794 0500 GRO-C 

awsrmsic= 0171-794 3505

1s1 cber 1996 

Your Ref: BGD/FZ.L/S178 _ 3 

Mr Briars G_ r c -i ]_d, 

3_ & A Has tic= Sol isitors, 
43 York Puce 
Eciinburesh BH1 3 H 

Dear MY Dc>r-ia1d, 

I r a s p o nd briefly t c your letter o f 24 1i 1996  If f c r 

no other reason than to limit the amourit of -time S spend on this 
matter and to con to lxi the professioszal CCD StS _ 

1. The fC)llowirig figurers were provided tc me blr the North 
London S hod Transfusion Centre-

Lst year, the 81oc.d Trartsfusian Srr±cs ire the UK 
collected aprrr a x ima t e 3 y 2, 300 ,  000  units o f b 1 a o d a n d Is s u e d 

2, 000 , 000 units - Appr-ca c±mste1y 800 , 000 pa -tierits were 
transfused . Othc 7 annum figures will have -ta bc. sc iigh -t 
from the_ 23atic+na1 231crod Authoity. 

2. A study in t.] -ie Ti SA in 1952 asse5c~d t]i efficacy of 
anti -HC screexiing basted c ri the n.v ua ernent of arlti-HCN7 in 
a pre -transfusion and a 6 -month post -transfusion s ample.. 
This study involved 25,832 uriits adin inisterac3 to 2,415 
patients - The residual risk of transfusions -associated. 
hepatitis was 1 in 3 , 333 units transfused t, 

3. A revised ma t hema t i c a 1 r i s k e s t im a t e, a s an o f her approach 

calculates for 1h LISA the current risk cf hepatitis C 
tran Sin issic3rs by screened blood as I in 103, 000 {9 
confidence interval. 28,000 to 288,000) arsd of hepatitis
transm.issic3ri 1 in 63,000 (35% con.fid+ance interval 31,000 to 
.147,000) . 

Risk was estimated CD ri a calculation 3~ased on the lerigth of 
t 2-i e window period before the detection o f a marker (DL 

infection and c)rs the measured incidence of new infections 
irx t1i€' cic)rldr populatiori ss the product cif the window 
p e r i o d x t h e incidence o 0 new infection . 

S :10 nCDt have ccamgarable cst imateci r fi gures for the uK - 

Continue d 
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L x an G. tones1ci 
st Octabc= 1996 

3 _ S do rlc,1 cccnsidcr it li} ly twat absolute bio3c7gica1 tests 
for hepatitis 'riruses wsll ilably in t3» 
f o r d s ac a b l e f u t u r e_ 

4 Nucleic acid -based tests arc- nct usod routinely for 
scx - nirig blc c ci donors ixz the T3SA ©  indeed c:ls~whar~ to my k now 1 e d g c-- _ 

Yours sincerely, 

G RO-C 

P~cofessor A_J_ Zuc3cerman 
I7ir~c t car o f t tic T Q Centre anc3 
mean of the Scricaol of Medicine 
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