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Diecember 20, 1998
Dear-lohn,
Re: National Regisuy of HCV infections

This proposal now containg more detail of the methods io
“ducks” the difficult questions. These are of two kinds a) questio
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be used but 1o my mind
5 related o the quality of

the information on follow up - will it be possible 1o get reliable anid valid dats on subsequent

illness and on other nisk factors and b) the question related to the |

reason Tor Gansfysion in the

look back study. Although they now claim that follow up is not thi: primary objective of the
registry this must surely be the primary reason {or setting 1t up ‘nm«%ﬁ as they state there

will be possibilitics of other important swdies such as fumilial tran
of an appropriate control group is almost cortainly going o have

transfused patients (and perhaps those found HOV negative in the
logistics of this would be much simpler if they are done at the san
the registry. My feeling is that the proposal must include this elem

smissiond, The reerpitsoont
o come from other
loukbuck study) and the

¢ time as the recrpitment 1o
1118

In addition T feel that the investigative team needs 1 be supplemented i two areas.

First these should be a bepatelogist {or more) as an investigaton t
should also be noted that the selection of the bepawclogisi(s) 15 ¢ni
competitive natire of hepatitis research in the UK with the aceom
the group have linited expertise in cohart studies of chronic disca
or will become) and they should iclude o the team an epidemiok
area a8 woll as naming a statisticka who will be responsible for thy

advise on clindeal aspects, It
ical 1o suceess given the
anying acrimony. Secondly
s fwhich this essentiadly 18
gist with experience i thig

s work,

Clearly this s an hmportant study which must be done. Hobwever T would suggest that

anly a pitul phase is funded with the requirement that a more deta
developed during this phase. The overadl level of fanding i modes

Hed protocol being
tewrrently but if the real

value of the study 15 10 be harvested then it will he considerably mire costly. This will reguire

3 more detailed pha and costing,
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Lhave attached dewiled comments separately should you wish to forward thom o the
investigutons,

T hope you have a good Chrigimas,

fﬁa@sﬁméemly_._._
GRO-C
Dr A Y#all
MS¢, PhD, FRCP, FFPHM
Reader in Comununicable Disease Epidemiology
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Referee’s comments: Natiosal regisiry of HCV infoctions

This proposal 15 a ide confusing in that in the accompanying letier 1Uis stated that a natural
history study of HOV s not feasible and then describes the setting up of u register which must
surely have that as g primary aim. In addition there 18 in the proposal a discussion of a control
group without any conndtiment 10 what it shoold be or how reerited. Wil this (s cloady o
very imporiant study 5 i is readly not feasible 1o carry out a proper nalural story stuady then
one wonders 131 i worth Ninding. Some of the issucs will only be addressed by ying todo it
and it would therefore seem sensible 1 pilot the procedures whilst developing « detailed
protocol.

Some specilic poims:

1T is not clear if dewths that have occurred i those transfissed with HOV positive blood that
have ocenrred before the look back will be included - 0 would seem imporian that a least
death centificates on these are obtained to inform the pencralisability of the study,

< Under 3.1 itis vaclear if there will be controls for this siop in the siady or will siandied
Lahoratory normal roges be used? One criticad issuc is the yeason for the tansfugion - all of
these subjects must have some prior disease or trauma and this will need 10 be recorded ad
analysed, This may also nake serpretation of die Hver distwrbance pattern difficult without
cumparable contiols.

3 Under 3.2 #tis supgested that bealth planners will need 1o adjust the results apprapriately 1o
other veaes of tansmission and patent groups < it is quite unclear 10 me ow this could be
donge without comparable stdics in ather groups.

4. The addition of uther “new infections” - i s unclewr bow many of these there might be, Ttig
not included in the sample size calenlation. They will need to be treaied separately from the
Jook back subjocts since they will have a quite different provenance - may be healthy at entry,
may be IVDUs ot and honee muy need sdditionad control groups. The monitoning of pow
infections is surely a duty of CDSC wnvway?

8. The inclusion of drug wsers uider 19 and those with loss than 3 yeuars use reprosenty
inclusion of a quite different (and poteutially large group), Since IVDUS have many other
reasons for doveloptng Hver disease and a quite different pattern of morbidity and mortality w
the peneral pupulation a control proup of wninfected IVDUs will be cssenuial.

I 4.2 pationt registration the reason for transfusion and prior thness will be critical
information,

7. The sample size i the Tookback study is clearly adequate but nothing is said about the other
groups to be invluded.

£ Selection bias does no ocour in cohot studies so the discussion of ascertainment bias rofers
oy peneralizability,

9, Teis noted it flagging at Southport will st} occur but how will this be interpreted with no
control group??

1. The method of collecting information an additional risk factors is not specihied o any
detatl. This is potentially & very difficuls area wnd in order to get reliable standardised
infermation is almost cortain 1o requirs approsches o the subjects themselves direetly either
by postal questionnaire or inwerview, Reliunce on clinicians to provide this information is
unlikely o ponerate useful duta,

L1 Tt s unclear how “symptonsatic Hver discase” is dofined. Since these subjects will bave
heen told that they are HOV positive this form of subjective outeome is likely to be biased.
Much more phjective criteria are needed o define outcomes,

WITN3430189_0004



AR

Fax sent by *HE

12, The proposal needs more development. Towaoald probably alse be beneficial to include
hoth hepatologistis) and epideninlopisi(s) with expenience in clavsical chromie disease cobon
studios in the investigative leam.
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