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NATIONAL REGISTRY RY OF TRANSFUSION ACQUIRED HEPATITIS C 
IN `.ECI IONS AND OF OTHER HCV INFECTIONS WITH A. KNOWN 

DATE OF ACQUISITION 

1:)r M Ramsay. Ms K Soldaara. i.) ON Gill, PHLS Communicable Disease Surveillance Centre; 
Dr P M&~rtu ner. PIlL S Virus Reference l:)ivision, 
Dr A Rt b nson, Dr I'' .l=laan an, Dr S Knowles, Dr I Wallington, National .Blood Authority, 
Dr I.) €libb, institute olC:"hill Health. 

•I.0 Summary ary 

A national registry of known date" hepatitis C (.I.ICV) infections will be established to 
provide a facility .for future monitoring of the natural history and long term outcome of .1ICV 
infection. 

laaleetions resin vied to has t c bea:rt , .q . z <:ci through transfusion d' Iblood or blood products will 
thr€'a he nucleus of The €-ceistter, l he labial ohice#i~e will be to include all HCV infected 
anslo'uivaals identified by 1. 1{>caci 4 "entres as a rte,ult oi'the current . National Blood Authority 

loke  jai k" exercise. In  the lookbac k  exercise recipients of blond or blood components  roar 
H(.'V tta.ec.ed donors are theinu traced. contacted and ofl6n:ed ew nse hiun; and ant -ilt.' ,' 
testirtat. 

l lai .a. lister will subsequently be extended to include other types of "known date' HCV 
infections. These will include: 

i) infections identified in individuals with ;a kno n, date of exposure to a. known HCV 
infected source, where that exposure is, likely to result in transnuission (eg. FIGV 
infected organ recipients); 

ii) those where seroconversion has been documented (that is, an aati4ICV positive 
individual for whom a ne,=2ative result of an anti--f ICV test of the same type has been 
recorded at any point in the preceding 4 years, eg. people with haemopbilia. ..ipjecti. 
drug users, blood donors); 

iii) laboratory confirmed and reported cases of acme hepatitis (1 infection; 

iv) IICV in.f:€ctions of imputed known date (eg. individuals who are 19 years of age or 
younger at the time oil' the first positive aanti41C'V test result and who are thought to 
have acquired IIC"V infection through injecting drug use; child horn to an IICV-
infected mother.. where .HCV infection in the child is confirmed at or be.fore the age 
of 5 dears). 

Baseline it formation will he collected on each re;3istcred case. Limited follow up information 
will be collected on an annual basis over the period ofthc' funding. The registry will provide 
minimum estimates of the distribution of times from HCV infection to biochemical, 
histological and clinical 1lCV-related illness and death, and if foltow up is maintained will 
allow continual updating of these estimates. It will bea resource to be used for future studies 
involving or requiring ''known date" l lC V infections. 

W I TN 3430196_0004 



„r 

"l lac register of UC:'V infections prestuned to have been acquired through tratnstusion will be 
administered jointly by the National B ,taod Service (N13S), tinough the National Blood 
' ul ont t t BA) and the Public Health Labor tnrx vice Communicable Disease 
St.,rvcillatac ('caatre (t .DSC). The registry will be managed by a registry  cnor , it tor. Success 

€ll he cie a €€epct€t on ciccei4.apittl close c+: lls€l c!r t a as with Blood Centres and 
c3ther5 involved itt the l okh ael exerci a€apt with hcpaatolot a ts, pzaediat.ric:fans, and other 
clinicians responsible for the care of patients with known date HCV infections. In addition, 
close collaboration th other ceiatres, including the Institute of Child Health. is also planned. 
Parallel arratt tements in, and eollaborarion with, the Scottish centres ( \13 i ' ci SCIEH) 
would be desirable. 

Funding for an initial period of three years will be necessary to: 

I. Establish to lish the r :.uistry 
?. To pilot recruitment mechanism s and methods for tracking patients 
2. Explore the problems of ascertainment bias 
:3. Pilot the collection of follow up data 
4. Determine the early outcome 

of 
HCV infection 

This can be achieved for as proximately £5(:},000 pa over the first three years, 

Further long term support tit an estimated  £50,000 pa will be required to reap long term 
benefits from the project. 
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NATIONAL .REGISTRY OF TRANSFUSION ACQUIRED :D nn E yA" '.Iris C 
INFECTIONS AND O"I'IIf R HEPATITIS C IN F CTIONS ' %ITH .A K' o WN 

DATE OF ACQUJS.ITiON 

SUMMARY .ALGORITHM 
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2.0 Background 

Knowledge about HCV infection has increased dramatically in the last six years, but important 
questions about the natural history of tnlcetion. the efficiency of sexual and perinatal 
ua us,niss on, and the eff cct of host and virus eel€ot, pes, co-factors (eg alcohol, infection with 
other hepatitis viruses,), treatment and retntec.tion on outcome remain unanswered. 

Anti-HCV screcuate of donated blood was introduced in the United Kingdom in 1991. As a 
result a nuit bet of autiwl It \ positive donors were identified, of whom some d .mated blood 
before the introduction of screening. In early I9 . the UK health Departments announced 
that a `lookhack at recipients of blood or blood components derived from untUHCV positive 
donors v ould be undertaken. In the course of this e\ercise recipients are being identified from 
local hospital records, and those who are not known to have died are being contacted and 
Offered counselling : and serological testing for HCV intcetion, A high proportion of the 
tecipients c=1 I ICS' infected blood are expected fed to be irt lected n ith HCV, and, though most are 
iikel ° to be aa.. ni tomatic at present, all infected recipients are being referred to clinicians ans 
with an interest in hepatic disease for assessment and clinical follow up. 

Cases of HCV infection acquired following transfusion and identified by the lookhack will 
be unusual in having a knovai date of acquicoinu, in identifiable souse, and in hawing: been 
identified rclaatisely carl> in the course of infectio€t. The introduction of screening, and the 
consequent exclusion of those found to be lft: ' infected from the donor panel, will have 
considerably reduced the incidence of t,tmsf`. sign acquired HCV infections, and only a few 
cases of )hepatitis t infection diagnosed now or in the future will be due to receipt of HCV 
Nel,O>ttetl blood or blood products. Other than infections transmitted by transfusion, most 
known I l('V infections have been diagnosed as a result Est the investigation of patients with 
chronic liver disease or through testing those with recognised risk behaviours (eg. injecting 
drutee use), For most of these infections the date of acquisition of infection or period of 
exposure is not even approximately kno,tn. Infections for which the source_ of infection is 
identifiable are ascertained even less frequently. 

It is proposed, therefore, that a register of IIC V infections presumed to have been acquired 
through transfusion of blood or bic,od components should be set up. This register will form 
the nucleus of a national central re eistr of "known date" HCV infections. An initial airri will 
be to resister all HCV infections identified bye Blood Centr o s during the current to #kback 

eta :i> Judi, iduals who receded potcntialls I1(V infeet:d blood or blood components but 
oiIto, t, -wn tested, 11,nve no \'ilok' .r;Icai c idcn : of llt';' infi'ition when tested will not be 
entered in to t(re rc; islet: rte =r will tJ:t := : ° who' ' are known as a result of the exercise to have 
died and not to have been tested for I1t'V prior to death. 

'l'he register of flCV infections presumed to have been acquired through transfusion in 
Unglaand will be administered jointly by the National Blood Service (NBS) and the Public 
I lea lt:h Laboratory Service Communicable Disease Surveillance Centre (CDSC), It will require 
the collaboration of Blood. Centres and others involved in the lookhack exercise, and of those 

involved 

in th e 

provision 

of 

continuing care to 

patients found to 

be 

infected. 
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3.1l Objectives 

3.1 To describe the current biochemical, histological and clinically apparent liver 
disturbance in cases of H'C V infection. To relate current status to the interval 
since presumed infection and other potential prognostic factors. 

i.nthrmation on natural history is needed to help determine the current and future burden of 
hepatitis C related disease on health care °r~ is s. end to assess the impact of currently 
available treatments and those which may become available in the future. Other fhetors which 
m ay atie.ct the outcome ofHCV infection include the in eetint genotype, initial viral load. 
•9 c.§'^€*SR11 o a.ou rt34.8i 1 ee k po; ure C<:€teeor v, I:3tG°tt.ion with `t. other Stcpatttoo r'ii'm a Cs) or HIV, u e at 

in °cst ;.irh. lust <,l: not\`p . rd <ilcol t,l iut -e:. Al h,,inc:h complete inicr€ihilion will onlr become 
a :€il<}1>ic aite: r many years of follow up.. tinsel  arid short term follow up rots€niation 
coilecwd during the period of establishment will help to rneert:ain the Carly- outcome of 
in.1hction, to provide prognostic.  ttifhr.th .atio.n to patients and io inform shorter term health 
service planning. hf>.. 

3.2 To determine the representativeness of the registered population in relation to 
the total population of 11 V infection in the UK 

Although infected patients identi tied via the loot hack exercise will form a unique cohort of 
individuals, the usefulness of the data generated will depend upon how representative this 
group of the total population of HCV infectea inrlivjduals. i`h s inl"brination will help to 
establish the appropriate resources to use on future IdHowup of this group and the future 
recruitment of patients to the register. If l it_:V intec tions acquired through tr,.tnsf union progress 
more rapidly to disease titan infections acquired through other routes, they may also provide 
air indicutcr of the maa .imu n rate of progrc :lion.. and health service planners will need to 
correct any projections appropriately. 

3.3 To pilot and establish the appropriate methods for registration, follow up, and 
tracking of patients on the register 

Establishment of the register will require the ability to identify the appropriate clinician to 
contact, the co-operation of that clinician and access to suitable baseline information. 'Ibis 
pilot will help to determine the mechanisms which maximise the response rate, compliance, 
and completeness of'clinical information. This process will .infcararh the conduct of any future 
follow tip and establish what future resources will be required. 

3.4 To monitor the number of known new infections 

F``•;tension of the register to include categories other than transfusion acquired. HCV will 
provide information on the trends in numbers of new infi:.ctions in the UK, provided. that 
c'onsrstCnt e t+br"t;. are shade to maximise case ascertainment. and provided that the way in 

rich the infections have been ascertained leg. tested during investigation of acute r:iral 
hepatitis, symptomatic chronic liver disease; tested after exposure to known HCV infected 
scturc;cat is recorded. As the register will contain onl ° individuals with <a "known date" of 
infection, it may riot provide an unbiased estimate of such trends, since changes in testing 
patterns may affect, the numbers identified even in the absence of any true change in 
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ia:Icietencc, 1-1cr4v ;ter, given the limitations and expense of other methods, the register will 
make a very useful contribution to knowledge. 

3$ To provide a shared national (orinternational') resource for use by those 
d -signing dt'signing future studies 

A number of 3'a€ttuc studies Can be envisaged wi .ich. would benefit ii- :ra:t:. linkage with, aarrd. 
act;Qss a  the register. These inel€Ide studies of sexual, ertieal and household transmission; 
clinical trials 

`,Ft, 
nev aau:t:h ira:rl drugs, further evaluation of existing anth'irals and of aa.ltc.rnative 

treatment protocols: determination oi. the r'-lat€onships between  viral loud, genot lle, and 
ICC'Nt:ment and d ase pr bYg ession: and study of markers pIo,, nostie for progression to disease. 

(. link :a] uvesti actors \5h0 undies it Y ' s agreed to support t oat€el lie provided. not with 
~lire€~t access to reeistcreed individuals, but \tith access to the clinicians .responsible for the 
continui€toe care of those individuals, 
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4 Plan of Investigation 

4.1 Case definitions 

4.1,1 Definition of a known date transfusionJtrans lantltissue acquired infection 

An individual with v-irologically confirmed HCV infection who received blood or blood 
components, or an organ or tissue from a known anti-HCV positive donor, where the date of 
receipt is known and the individual has neither a history of injecting drug use nor of receipt 
prior to 1985 of blood products fhr the treatment of Ihaemophilia. 

4.1.2 Definition of a seroconverter* 

An individual with virolaa ,ically confirmed iJCV infection for whom a negative result of a 
test of the same type for 11C V infection has been recorded at any point in the preceding 4 
years_ The "window " of five years has be en chosen for two reasons. First, those who are 
frequently tested for HCV may he. unrepresentative of the majority of ITV infected 
individuals, and selection of a narrower window would therefore restrict registration to a 
selected, and possibly unrepresentative, group. Second, analyses may be performed using a 
defr_aitiorr based on less than five scars, by excluciint those with a wider vindow, and the 
possihle effect of the width of the window on the rate o1 disease progression can be studied. 

4.1,3 Definition of an HCV infection of imputed known date 

An individual with virologicaally confirmed HCV infection in whom seroconversion has not 
been documented but who: 

a) first received Hood producis (MII/FIX) for the treatment of haemophilia between. 
1980 and 1984, or who received transfusion(s) of blood or blood components within, 
a defined time period not exceeding 5 years and who has no other identifiable risk for-
.HC V infection, 

or 

h) acquired. HCV infection through itnj ctine drug use and was aged 19 years or under 
at the time of diagnosis,. 

or 

c) acquired HCV infection through injecting drug use, where the period of use of drugs 
by injection lasted for an identifiable period of less than three years, 

or 

d) a child of an HCV-infected mother, where HV infection of the child is confirmed at 
or before the age of 5 years, 

7 
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4.2 Patient registration 

4.2.1 Transfusion associated infections 

In the process of monitoring the lookbacic at recipients of blood components from l-R V 
inn ctl:d donors, the NB S is settiwr pup a database of all the recipients who were traced and 
subsequently tested Ci I:UCV iniectio€ . I he database contains information derived from 
loukback thou LBF_g (which hich contains patient identifiers and infhrmatton gathered during pre- 
.es.tin discussion with the ret" pientt. <autg:mented b ' results of laborator; tests. Recipients 

oor:ld to be IlCV infected will be reported 1w export of data from the N13S database to the 
central national registry database at three monthly intervals o€rrtil. the lookhack exercise is 
euniplet=e°. l lie data exported w ill include patient i=_ientilvin<g irat(irruation and details of the 
clinician responsible for the continuing clinical care of the patient. 

Clinicians responsible for the care of re ip.crits who ifihii the registry case definition will be 
contacted by letter, in which the purposes €' th.F registry will be explained. [hey will be asked 

c 4 register their patient and to provide information about the outcome of the initial assessment 
ands the currc n# clinical condition of the patient by completing and returning a standard report 
fora to the stational registry 1' appendix B). .i'he final tormat of the standard report form will 
be approved by an appropriate ethics committee. 

4.22 Patient registration other infections 

There are a number col sources. or potential sources. of reports of Ht V infections which h may 
satisfy the either definitions abovve, l here inc lode the national surveillance sYstem, to which 
alh'oratories report confirmed HCV iafhcr<ons: € otifcations to t NS of acute viral hepatitis 

spc:cil eel as "non A non :[3 hepatitis the NIBS C DSC infected blood donor and blood recipient 
surveillance srstem: the British Paediatric Association surveillance Unit (an application to 

include 

1M ." 

, 

infection 

on this Scheme 

is 

pendingy; local or regional registries of infected 

patients; and clinicians responsible for the care of patients with liver disease or for the care 
nf:' individuals in ident; able risk croups. Where the surveillance systems receive reports of 

HCV infections which 

rni=flat he 

.ippr•opriate for inclusion in the 

register, 

the clinician. 

responsible lbr the 

continuing, 

care 

of."the patient will be 

contacted 

and 

invited 

to 

register 

th e 

infection. Participatinu clinicians, and others known to be likely to be responsible for the 
continuing 

care 

of individuals with HCV 

infections 

will ,:also 

be invited to register other 

patients under their care who have transfusion acquired infection or who satisfy an of the 
other 

definitions 

above, 

In addition, the 

Epidemiology 

Department at 

the .institute of 

Child 

Health plans 

to 

conduct a stud, 

through the BP SU. ail' HCV infection in children, 

which 

will include 

children born 

to r others 

with HCV 

infection. The investigators will 

work 

with 

the rLi.E. tr.° 

to 

ensure data 

compar°ability°. 

Data exchange 

let%keen the two pre lects will be of 
bereft 

to 

both, 

4.3 

Sample 

i'#e 

As 

at 

August 

1996, 

the N'IA had 

identified 

approximately 

6.500 

components from donors 

known 

to 

he 

iant.i-lfCV 

poshive. For 

appioxiimately 

40C'C, 

of these components there will be 

no 

inthetiorr traced 

t 

for 

example 

because 

the component was not 

transfused or the recipient 

has 

died. 

A 

total of 

850 

recipients 

have been identified 

and tested so tin and approximately 
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60% of recipients lia c bee ulti-I ICV positi\e tpperso a ul m€€mot€:nicat€nrt Kin: Soldar), With 
ti€1-le the Proportion of recipients traced is likely to decline but it is anticipated that 1000 
people (adults i1c1trcrta t Lk ith transfusion acquired HC"V will be identified as a result of 
the leolahaek itti estinf=;Oon, the precise response tines tTo'n clinicians and the numbers of 
otti .r "k:l ovoi-date:" irii`ecuoias are €a€ic:lear but will he esti€heated during the period of the study. 
[ lii wiii aallo more accurate planning ibr long term fallow up and maintenance of the 

I'€: tai ti `, 

i3: the end of 19% 5;;°3; of anti.l-ICV positive patients identified so far by the lookback will 
'.tale acquired in ctic>ai seven or MW'e °:ears previousk hNtrapolati fig from this, by the end 
ut 1 )9O, » of 1E100 patients recruited x+i l have acquired inteetion at least 10 years 
previva;ly. l're ions long terrn toli:ow up of persons with 1 I UV infection suggest that 
approxitna ely 2t.t£P> dizvelop chronic liver disease after 20 years .€ and a higher proportion 
would be expected to have biochemical li\ er abnormality. If we assume that by 10 years the 
proportion of patients with symptomatic liver disease will range between 2 and 5'`'t~, and the 
proportion .vith abnormal liver function will range between 10 and 50% this number of 
patients will allow precise estimation of 

these parameters (table). Even if the number of 
patients recruited is lower, fairly precise estimates can be obtained. 

1 able __25,' confidence interval for rirwus outcomes at 10 years 

Outcome 

Symptomatic liver disease 

Symptomatic liver disease 

Abnormal liver function 

Abnormal liver function 

4.4 Analysis 

Expected proportion 

at 10 years 

20% 

5.O°', 

10.0% 

50.0% 

95% confidence interval 

n 553 

1,0-3.5% 

3 4-7.2% 

7,6-12.8 

45.9-54.3% 

n-400 

0,8-3.9% 

3.1-7.A% 

7,2.13.4% 

45.1.54.9% 

Bawl  clinical informlion on the current virological. biochemical and clinical status of 
infected recipients will be analysed and con-spared according to years since presumed 
acquisition, age at acquisition, and miter potential co-factors. linkage of data on the infected 
tsuuace) donor can also be linked to data on these iaiiceted recipient(s) on the register 
( .ppt is l i:xx C `). 

The ascertainment biases associated €vn itli this subset of infections are likely to be Complex. 
because iiiiections have been acquired is a single route, and only a Selected proportion of 
i€€teciiur acquired by this route will be available to the registry. To undo€stand li€ vk the 
c i t ,tc° l cases relate a' the entire cohort of recipients, registry data will be compared with 
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any available data on the donor (source.) and recipients of all presumptively infected blood 
components which were transfused. Basic data, such as age, se\ and cause of death should be 
available for all recipients who have died or who could not be traced. Registered cases will 
then also be compared with available data on 1 R2V infections acquired by other routes and 
in other risk groups tincluding donors). I h.s ii:ldrmatio ill beewue in rc asingly available 
a>se,r the next few rears us seroprevalence studies, description of genotz pie vd, ri atn aa, clialeal 
status of infections in other groups, and as surveil laarce of 1'1CV inieco€ n becomes established. f.i: laed. 

.fir€al\, ;is o eaar.l,, outcome will be performed by a nominated statistician at CDSC. using 
standard techniques, including .tar fk at .an <i is. Where 1,:a. sihle, if sot.lticlent abnormality is 
Cl€' ecie 1, time: to onset e3f+aabnonn ohty° will be compared by to tors such as ape at acquisition, 

tick genotype, alcohol consumption, and co«inl ction with other hepatitis viruses and .11i.V. 

4,' Initial follows up 

Althouurli tl'e period of f°ealioss up damn` this study will be small, it is important nt to establish 
the mechanisms for obtaining toilrm up €nturmaatiori, As the current mane= e ment of lt(1':`:
infection is variable, and as this m anageniem is likely to change in the short term it will be 
inappropriate for the registry to lanes rite re£ ulor investigation for this group crt'patients who 
are likely to be largely assi upior:aaaatie, In aaddition. patients on the register are likely to be 
recruited to local studies of investigation and treatment. It will therefore be impossible to 
follow all patients to a standardised protocol. `l`.his, proposal ss it therefore seek to glean any 
available.infonnaation i a a :standardised format from clinicians. a accepting. that clinical data may 
b i ncomple:te, 

Initial mec) anis€:,as employed will be as simple and flexible as possible to establish the 
feasibility aal'these methods, the appropriate c:liniciaan to contact (

g
el, GP or l cpaatoiogist). and 

the C'(irtrl~ls ia_rit of rni:'oini ation obtained rile proposed methods are: 

a Annual follov il) ni is.grstereil e arcs sea tli ciinic1ttue nvtib1e. for th.Cn C irC. 

Clinicians responsible for the continuing care of registered patients will be asked to complete 
and return a follow up toner annually can each patient (Appendix B). Clinicians will also be 
asked to copy discharge summaries and details of medical out patient care to the registry. 

b Alternative sources of data P r ;,rani€ al fullov u? 

For those clinicians who decline to complete annual follow up forms for individual cases, a 

list of registered patients will be sent annually with a request for a simplified data set (d.at; 
of last clinical contact, diagnosis of liver disease and/'or death) as appropriate. For patients not 
under follow up with a hepat.ologist., request for this simplified clinical data may be:, made to 
the P, Alternatively, arrangement could be .made to export data electronically from local 
databases of patients receiving care for HC V related disease to the registry. 

"l lass ie Ill e,gi tcrg4_g g at,l l-14 Central lie pistry t:}NS) 

All cases on the register will be bargee at the NHS registry to allow follow up after 
movements within the [ 'K. and to capture deaths. 

10 
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4.6 Formation of a resource for future study 

The explanation of the purposes ot'the ieui:ster inch will be provided to :ii ci ns in the 
letter inviting them to .register their laattvaatt ;i will itnfbrm many, clinicians "ith a research 
interest in l[CV infection (and therefore potc;.taiial inv c ti atorsa about the registry and its 
potential. In addition, the existence and purposes of the reginry will be made l novvaa, through 
existing networks and publications, to regional i€ idutious disease epidemiologists, public 
health physicians, consultants in v°om nua:ticahle disease control, consultant tuie;rohiologists 
virologists. hue aat<att:+ camst tt cl lac ii.atrician . and other groups or national bodies (eg. Medical 
Research Council) which mi ht he expected to include puiential in e-stigcat(ar . 

It is hoped that clinicians will perceive that the benefits of participation in the registry will 
niclude putenrta access to broader 'tot s; and larger uwabers, of patients than available 
within a sit' lc centre. and ;s ill wish to develop proposals for further studies. if large scale 
trials of' therapy fib I l("v 

imfectioa in both children and adults were ,et up. the register would 
provide ova ide a aluahIe resource. Close collaboration with, and data exchanse between the resistry 
and any "trial centre" would be beneficial to both, and could also avoid duplication of work 
involved in follow up by participating clinicians. 

,I.
hv main areas of potential interest are 

outlined in appendix I). 

All studies involving the use of registered patients .would be approved by the steering 
committee and funding body and would require approval by an appropriate ethics committee. 

4.7 Data Protection Act 

The purposes for which Pill fi 
st:' and the NBA are licensed wader the Data .Protection :Act 

cover such data collection and. anal is. 

4.8 References 

1, Van der Pod C. ('uvpers i [ I.', Reesinia. HW, Hepatitis C virus six years on. Lancet 
i994 344: i 4 S .149. 
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5.0 Management of the registry 

it is Ipr olzcse'el that a steering committee be set up to cis ersee the running of the registry and 
to act as both cua:rduws and guarantos of access to the resource. A. registry coordinator will 
he er. mlu' eel to coordinate the StuLk and will initially wor k part time at PI:ILS CDSC and part 
tir:aac at the NBA, t a tfeard. Close liaison with the institute af Child Health will also he 
required. Statisticalanalysis will he prt:os ided Iw III lL + C.`l: f::, and performed by a nominated 

tatistic.isata. Reports will be provided to participating centres/reporters. the NF,S and the UK 
Health l..aepartznents, via the steering committee, at regular inters aals. "t here reports will, in the 
larst ysew, cover pioatess in setting up the re istr'y. estimate completeness of recruitment of 
vaa .s..fusiun acquired IICV infections identified through the loo ,back exercise, and estimate 
coverage ref the registry of patients with known date. 1It:'V snitch« ns whose continuing care 
is provided 

by 
ci:neiciuns in major UK liver units. If progress pena its, .untiaal analyses of data 

on registered patients wil.l he presented. Subsequent reports will cover continuing recruitment 
and maintenance of the registry, and provide more detailed analyses of data on registered 
cases. 

12. 
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&.0 J'u1(Ihg 

I tt€ allue 
fo.r an initial period of three e 1 ears would enable the establishment of the registry. and 

cold be ueecNsar murder to pilot rccruittll.eill, explore the problems of ascertal ument biases 
is depth pilot the tl. e at data and iron for t1w s::nrly oulconies of 1'.:CV inleetior . lithe initial 

phase is successful, eu tinued support will be required to reap lung term benefits from the 

6,1. Staff 

lull-time registry coordinator will be required. This person will have scientific or nursing 
taa €Iltli 3tiuns with elide[ C ?logica.l and organisational stills and €`Xperlence. necessary to set: 

Up the retzrstrv. "l hex Will t1ork partly at the National Blood Authorit and partly at l3l•II.:S 
CDSC, ands .ill collaborate e o sel with the Institute of Child health S  he will be responsible 
for all the day to day management of the reCistrs : op 7rta molt g the € xpo t of data from the 

'l3S clan tbasse, compiliau data from l: food i'entr,.s ' nd laborata ie,t eridinfj: out a.ad checking 
..5.ist:t'alioi7 forms and annual follaw tap toxins to clinicians, and attempting to track down 
kaleots lost to follow up, In addition., same extra support for part-time data entry will be 

ti. Other ex penes 

t o"mp-itci hardware and software is 1 _'.ceti, ark'" It r sfura xe. of data., Zrattaiieal analysis, graphics 
aid N>or s pt'nce ssine:. Participating l>articipating centres will be paid£ for each registered patient and 
Ira each completed hallow up harm received in order to cover local clerical and postal costs, 

. 

he r  i t, : coor(.finalor will need to keep in close contact ith the many participating 
tinic.sans h tei ime and 

fra:x. Data entry support is required in provide assistance to the 
registry coordinator in entering the aortas onto cote puter; each harm will need to be entered 
twee as a means of'verificati n.. Postal costs are to cover communications from the registry 
to partic°ipatin centres. Travel costs are for the registry coordinator to travel to participating 
centres, blood centres, and laboratories to check on problems and to provide, if necessary, 
help with data extraction. Flagging eases at the N HCR. or use of ONS records to trace those 
ost to hallow up arc ,i rv'iecs Which have to be paid. far; estimates are provided. 
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.Appendix 

Information to be provided by export of data fron, NH 
database/ot

her source 

Surna rue oo he converted into soundex code, all cases have rt:c ster number in addition) 
Other names 
L)atc c+.( birth 

l'.til.ni ri m (census L rt:c cori€ .`
(.,l.bt.a.[11.'t of birth 
[3'i C. of report 

l..)orasation nun heris) 

Date d' receipt 
i  nared since receipt? 

Other reported risk. exposures? 

Previous transfusions 
Occupational exposure to blood 
History of skin piercing 
injecting drug use 
Other t speci.ty) 

Laboratory test results 

'Laboratory name 
Specimen number. & daate(€iao/'yr) 
'tNi.—HC.'\" l: l.x 
il.CV RIBA 
HC 4'r .p(.II . 
,ritti.,ilBe 
Known to be W I V in ected'' 
Initial I FII, results l 'SST, ALT. i13 iliruhin, Albumin): ND!no.rmallahnormal 
initial clinical assessment (prior to test) 
Well. with no symptoms 
Symptomatic liver disease 
Other medical problems 

Name of clinician to whom case referred for clinical assessment 
Title 
Address 
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Appendix 18 

Information to be sought fromclinician responsible for initi tI assessment 

Case iclerttific t l: irasr itt11 number 
MIS number 
Coifs m of clinician to include case on the register 
Ascertainment  method 

&Clnau,e7".2ent in last 1., months' 

Re.ults of most rrec nt .i,.J/.Fs {1BR. AST`. Al, 
'1. 

Alb: nor tt4tl ` l ztt ra:nal, date mo yr ) 
Cr Hopsy € mate & as h : Scherer:`HA Knodell: o€her: at€4t done) 

1.i or im<gting (date. technique. norm,', 1: l-uorinah not done 
trai. im l treatment started in list veer (, dnw name('. schedule, dates; I1onf) 

Trial e€ €. (es taca: name of trial: rc„ istration(co e number, entry date) 
Assessment draft treatment outcome: 

early cessation, side effect 
111une(i -a.te'=anit€nal re.spo se(Pt <R nefc on completion) 
Sustained re po s I l:'€v:.:R negative ta i $ post completion) 
long terra response (PCR negative ,.1. 12 and after) 

HCV genou'pe (type/not  determined) 

Current clinical status: al€veidead. 

if alive: well, asymptomatic 
symptomatic HCV related disease 
liver .failure 
11CC 
on transplatnt list 
transplanted 
other liver disease no/yes (cause) 
other medical problem no/ye (specify) 

Current clinical management 
out patient care only 
inpatient care intermittent (<2 x 12/12) 
inpatient care frequent (>3 x 12./12) 

if dead: dale, and cause (11CV related disease/not) of death 

Other information 

Alcohol intake units:`week. 
Cigarette smoker number/day 
HIV status (pos.`neg/n .) 
l IR"V & 1'1DV status 
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Sexual partner 
Tested ne . aant:i-14CV 
Tested pos anti-t lt:' 
Not. tested 
No partner 

Number of children 
Age 'se 
'lest results 

' aaai.e.'dacldress 
of. 

clinician reslnonsible for continuing care, 

lntortuaation to be sought from clinician responsible at annual follow up 

\4 3.aa.aa e ratent ira last 12 ninth
s 

Results ;,t' most recent 6...I I (BR, AST, AL'.I', ;\ib: normaal'al,normal. date [axaca/yrl) 
Liver biopsy (date & result; h rra r- H Al Knod .Bother. not done) 
l.,i'Yer im unfit. (date teclta:aielue. normaal;,abno m ii not dune ) 
Antiviral treatment tarte:vl. in bast se ar ,driut nrataaet:s) schedule, d.a.tes, none) 
`l'riaal. entry c . i;it: n one ol" tried reuistr<ation/code nun .x:r. entry d.at: 

ses snierit drug treatment tcd' me: 
early ces!s atiun, Sid el/ems 
immedrdale ini€i<al r•esponsea '(.  ":R. nep en completion) 
sustained response (PCR n e=at:ive n/

.12 post. completion) 
long term response t.iPCR. negative >12/12 and aatte.r) 

Assessment current clinical status: alive/dead 

if alive: well, asytnptoinat.ic, normal/minimally abnormal histology 
symptomatic HCV related, disease 
li ver f:tailure 
P1CC 
on transplant list 
transplanted 
other Liver d► ksease no e S (cause) 
other medical p obi in nil 5 c's (specify) CL IP' 

Current clinical awInu ernent 
Out patient care Only 

inpatient care intermittent. 
 t< 2 :s 1212;) 

inpatient care frequent t 3 x 12/112? 

If dead: date, and cause (HCV related disease/not) of death 

Name/address at' clinician responsible liar continuing care.. 
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Appendix C 

information required for linkage of infected recipient to infected donor 

I: At registration the following recipient information will be recorded 

[)trn_ation nr tuber* 
BTC of donation origin 

2: 
1 
h NilA/Ci 3SC infected donor surveillance system holds the following information 

about: l lti"V infected blood donors detected after 1/10/95 

BTC of donor test 
Soundex 
Gender* * 

Date of birth"* 
Lthnic on € >i.r: coo try of birth 
iiXposure eategor 
Date of first positive anti.-l•i V test/donation 
Donation nwnhers of most recent previous donations. date 
•fir'€:>' 1i d specimen? Yes/No 

Ulood transfusion centres (Bit s) will he asked to link, through their local records, lookback 
donation numbers 

fo r the infected recipient (1* above) to infected donor identifiers G2 
above 'r and to provide all the above information ation. for donors found to be HCV infected prior 

j I 1€r 0S. Donor and recipient identifiers will then be held on related source donor/recipient 
reporrs lTC s will also be asked to provide details of the clinician responsible ible for the 
cortirnnrnn care of the infected donor, and, if eligible, the infected donor would also he 
rewiste.red as a known date .11:CiV infection. 
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ppendi Is Options for further data collection 

Long term follow up and maintenance of the registi 

Prospective fallow ;= up of newly identified HCV infections for which the date of exposure is 
known. ("known date" infections), which includes monitoring of virological &: serological 
factors and clinical course, offers the best prospect for further defining the natural history of 
hepatitis C infection, As current knowledge suggests that progression to disease is usually 
slow, and that less than 10% of those infected will die from 

lit.'s'-Tel,ated causes in the first 
two decades after. .irtfec:ti zt, such a study will require a long term commitment, 

Recruitment of controls for long term follow up 

Prospective follow up will offer the prospect liar defining the natural history of hepatitis C 
infection, but the majority of patients on the re sister will have received a transfusion. As it 
is known that transfused patients have a high mortality, this study could oser-es€i -tate the 
adverse, outcomes attr€ jumble to I-lCV inibction. This problem could he circumvented by 
reciuiunent of ;a control =iroatp o:ftransfused patients who did not acquire  I [CV infection and 
be conduction a similar follow_ up on those patients. Controls could be identified via the blood 
centres but such a study would require additional resources and careful plannaing, The 
establishment of the registry will pilot the mechanisms of recruitment ,:and fallow kip ,.read 
provide estimates on which to assess the power of such a case control stud4 and the possible 
resources required. 

Linkage of data on registered cases to specimens from the case obtained at initial 
assessment (and at regular intervals thereafter) and archived in a central repository, or 
to specimens obtained from the infection source at a known date and stored in a central 
repository. 

Storage of sequential specimens front registered ease in as central repository would provide 
a national resource for use in the evaluation of tests which will be dcieloped in the future.. 
Only a very simple protocol is likel' to 1w operable in Should this option be selected 
specimen collection will probably be eestrict :d to im it big the clinician responsible 16'r the care 
of the case to provide a 10th (adults;) or : Sml (children) .sample of blood at the time of 
registration or thereafter and at annual fellow up. I lik could be achieved by including 
appropriate specimen packs wide the registration and fellow ul, f traps and requesting the 
return of either a fresh l Halal specimen b1 post l r; birh would be spun down. labelled. 
.appropa nately, and archived cd in I ml aliquots at the central repository) or the return of an 

ist:i.n ', sample of rt.cr ntl s' Stored serum., 

1 or special studies which required fresh specimens, or as an alternative to the formal storage 
r E t specimen-, as discussed above- the registry would be able to provide access, via the 
e.ha clans responsible for cases' continuing care, to groups of cases defined by variables of 
ltae.t'c`st eq tune pem ad since infection. This facility will be of maximum use in the longer 

rea'ta unl\ it revile diagnosed known date HCV infections continue to be recruited. 
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