’{ CORRESPONDENCE FROM DR NARANG

From: T E D Eddy

Date: 9 February 1996

Division: AH(DC)

36 TOLB

®: 0181 330 (GTN 3836) 8042

Fax: 0181 330 7862

E-Mail: s.clarkson@ahdc.maff.gov.uk

To:  Mr Nisbet - PS/Minister

cc:  PS/Mrs Browning
PS/Permanent Secretary
Mr Osborne
Mr Carden
Mr Meldrum
Mr Haddon
Dr Shannon
Mr K Taylor
Mr Smuth - INF P
Mr Bradley - CVL"
Dr Brown - CSG
Dr Render - AH(DC)B

L. Further to my minute of 10 January I now attach a defimitive reply for the
Minister to send to Dr Narang in relation to his letters of 27 December and 5 January.
His letters covered a very large dossier of scientific papers, approximately 4 inches
thick, and I am grateful to Mr Bradley for his advice which is reflected in a document
that I would propose attaching to the Minister's letter which sets out in fairly technical
scientific detail our views on the issues he raises. I have drafted the Minister's letter
in more general terms to deal with policy issues rather than to dispute the scientific
evidence, which is set out in the paper.

2. Dr Narang also wrote on 29 December viting the Minister to attend the
sickbed of an alleged teenage CJD case. That letter has already received a
substantive reply. Department of Health and the CJD Surveillance Unit are aware of
no further teenage cases, although I understand from the CJD Surveillance Unit that
Dr Narang is causing a lot of trouble on the medical side by testing patients and
telling the relations they have CJD when that is not the diagnosis of the doctors
treating the case.

3. Dr Narang has copied his letters around quite widely and I think that the
Minister's reply should now go to those to whom he has copied tus letter.

( Unfortunately, Dr Narang has seemed to use two different circulation lists for his two
letters. His letter of 27 December appears to have been copied to Gavin Strang,
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David Clark, Jim Cousens, the Spongiform Encephalopathy Advisory Committee
(SEAC), (although as Secretary of the Committee I have never seen a copy of the
letter so I don't know who he actually sent it to), Mr Ken Bell, The Mail on Sunday
and The Guardian, Alan Watkinson. His letter of 5 January appears to have been
copied to the Secretary of State for Health, Gavin Strang, Harriet Harman, David
Clark and Jim Cousens, Mr Ken Bell and Mr Peter Martin of the Mail on Sunday. I
would suggest that we send copies of this correspondence to:

The Secretary of State for Health, Gavin Strang, David Clark, Jum Cousens,

Harriet Harman, The Mail on Sunday (Peter Martin), The Guardian (Alan
Watkinson), Mr Ken Bell whose address is:

22-40 Brentwood Avenue
Newcastle-upon-Tyne NE2 3DH

4. Finally, as regards SEAC, I will table the correspondence at the next meeting
of the Committee for information.

t

T E D EDDY
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DRAFT REPLY FOR SIGNATURE BY THE MINISTER

Dr Harash K Narang

22 - 40 Brentwood Avenue

NEWCASTLE-UPON-TYNE

NE2 3DH January 1996

Thank you for your letters of 27 December and 5 January. As you know from my
Private Secretary's replies to you, | have sought expert advice on the highly technical
issues you raise in your letter. [ attach a copy of the advice which has been sent to

me. [ am copying this to recipients of your letters.

I have to say, on reading the technical advice that I have been given, that I do not see
any reason why we should depart from the long established mechanisms under which
this Department funds research.

MAFF is planning to spend £6.4 million on research into BSE and related diseases in
the coming financial year. Furthermore, we are not the only funding bodies. The
BBSRC, MRC, private trusts and individuals also fund work and the SEAC i1s
consulted. So far as MAFF research is concemed the Policy Division determines the
field of research and the Chief Scientists Group organises the proposals and
ultimately issues contracts. All proposals are carefully scrutinised by the Policy
Division, CSG and sometimes others, including independent scientists. There is
ongoing liaison with the Research Councils concerned with TSE research and we also
hold quinquennial reviews (the last in early 1995) in which scientists independent
from MAFF are referees. Feedback is constantly received from expert committees
including the SEAC as projects are established and current ones come to an end.

This system applies to all MAFF research and we are constantly refining the
procedures to make them more efficient and to secure the best retumn for the tax
payer. I reject completely the accusation that no real progress has been made. This is
at variance with the views of all the major organisations in the world who have an
interest in TSE research and include The World Health Organisation, The European
Commission and the Office Intemational des Epizooties. Two researchers at CVL,
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Mr Wilesmith and Mr Bradley have received important awards from national and
international organisations for their research and other achievements in the TSE field.
Most of the project leaders of work funded by MAFF are in national and international
demand for presentations at scientific meetings.

I certainly agree that fairness is one criterion for awarding research funds but of equal
ot greater importance are the need for the work, the skill of the team, the resources
required and available, the design of the study, its costs and priority in relation to
other studies. Work with TSE is necessarily long term and usually demands a team
approach in a centre of excellence though new groups have been encouraged to

initiate work and some have creditable results.

I understand that any proposals from yourself have been examined in the same way as
those from other individuals and institutes. If they have not been funded this is

because they lacked sufficient merit or were not of sufficient prionty.

In your letter of 27 December 1995 you appear to suggest that research grants may
not be awarded fairly and as an example you state that Electrophoretics International
Lid has been given a contract to develop a live test without previously having

experience in TSE research.

You are wrong to suggest this Company has no experience of TSE research. They
have been previously working with blood and cerebrospinal fluid (csf) from patients
with CJD using a technique known as 2 dimensional electrophoresis. They wish to
explore the same line in cattle with BSE and to do this they need samples and access
to the appropriate equipment. This can be provided at Weybrnidge where the staff
have, for some time, been developing a similar method using funding provided by
MAFE. However, Electrophoretics International Ltd are not being funded by MAFF
for thus work.

It is clear to me from reading the papers that this Department and the BBSRC have
gone to considerable lengths to try to confirm some of the experiments which you
claim underpin your theories about the agents causing BSE and scrapie. Ihave to say
that, despite the expenditure of considerable sums of taxpayers' money the results
remain disappointing and I see no justification and none of my scientific advisers
have proposed that we should spend more money to develop tests based on theories
which are not accepted by the majority of workers in the field and which are not
substantiated by research findings. 1 know that this will be a disappointment to you
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and [ am prepared to ask my scientific advisers to look again at the matter if you can
give us sufficient technical background for a proper research proposal. However I am
not prepared to ask them to depart from the normal procedures and to underwrite
work which has only been reported in very general terms in the national press and not
in sufficient detail in the peer reviewed scientific press and which you have
subsequently refused to explain both to Departments and to the independent advisory
comumittee, SEAC

You will also I think see from the scientific advice that I have been given that there is
no evidence from Dr Prusiner's work, as reported in your letter of 5 January, to

substantiate the nemavirus theory nor of course does Dr Prusiner himself and his co-
workers suggest this explanation of their findings n the paper you sent to me.

DOUGLAS HOGG MP
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ADVICE TO THE MINISTER ON DR NARANG'S LETTERS OF 27
DECEMBER AND 5 JANUARY

The main thrust of Dr Narang's letters addresses two points; (a) the comparative
blind study of brains from BSE-affected and control (unaffected) cattle using electron
microscopy (two methods) and conventional histopathology. I will deal with this
study below, including sufficient detail so that others reading this note are clear as to
the aims, methods, results and conclusions, and (b) evaluation of Dr Narang's work in

general.

(a) Comparative Blind Studv

Historcal

BSE is identified clinically and, being a notifiable disease in Member States of the
European Union (EU), is reportable to the relevant authorities. Failure to do so is an
offence. Since compensation at 100% of valuation (subject to minor adjustmént) 1s
payable in the UK, there is a strong incentive to report cases independently of the
legal requirement to do so. Following notification, in a straightforward case, suspects
are visited by a Ministry Veterinary Officer. If he or she believes BSE is the clinical
diagnosis the animal is humanely killed, the carcase is taken to a secure site and the
head removed for microscopic examination of the brain at a Veterinary Investigation
Centre. The remaining parts of the carcase are incinerated.

Statutory Confirmation of BSE

This is done by microscopic examination of the brain by the standard techniques
which are agreed by Member States of the European Union, The Office International
des Epizooties and the World Association of Veterinary Laboratory Technicians.
Veterinary neuropathologists from the EU and several countries round the world have
been trained to a common standard using the methods developed at the Central
Veterinary Laboratory, Weybridge. This method can be regarded as the ‘gold
standard'.

Altemative Methods in Use

Detection of the disease-specific form of PrP (PrPs) by immunoblotting (Western
blotting) or by visualising scrapie-associated fibnls (SAF) using electron nucroscopy
are methods supported for use in particular circumstances by the above-mentioned
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organisations. Approved protocols exist. Immunocytochemistry is used by some
laboratories and protocols are being developed for international approval and use.
There is a sound correlation between the results derived by microscopic examination
of the brain and SAF detection using these protocols though autolysis may affect the
results from the former method in a small number of cases.

Other Methods

The ‘Touch Method' (Narang, Asher and Gajdusek, 1987) has been used by Dr
Narang in experimental scrapie in hamsters and rats, in experimental and natural CJD
and in other species with transmissible spongiform encephalopathy (TSE), including
cattle with BSE. Our own evaluation of the method is that it is specific for TSE, at
least in regard to scrapie and BSE but that it shows no advantage over the
conventional SAF method and is significantly less sensitive. It is however, a quicker
method. This was one reason why the comparative study reported below was
initiated in 1990/1991. The other was that, at that time, we did not know the
comparative sensitivity between the conventional SAF method and Dr Nafang‘s
“Touch Method’. No-one has, to our knowledge, published successful results from a
peripheral tissue using the ‘Touch Method". This would be an essential requirement if
it was to have any value as an ante mortem test in a clinically or pre-clinically
affected animal. Mr Bradley did mention this important aspect to Dr Narang at the
seminar held in London on 17 December 1992 and suggested he tried the method on
spleen and lymph nodes of hamsters terminally affected with scrapie. We are not
aware of any publications from Dr Narang on this aspect reporting work he may have
done. We also point out that even if a more rapid and effective test was available to
detect PrP in the brain (which it is not) the organs which are the most likely to
contain infectivity in an infected animals (whether or not they are from an infected
animal) are removed at source under the Specified Bovine Offals Order, so they can

enter any food or feed chain.

We know of no laboratory which uses the Touch Method' for the routine
confirmation of TSE in any species. Indeed, when the protocols for the three
standard confirmatory methods were circulated for comment to 2 number of
laboratodies round the world concerned with TSE diagnosis and research, none even
mentioned the “Touch Method".
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Electrochemistry of urine as a means of clinical diagnosis of Alzheimer's disease and
CJD was originally used by the French and has been developed further since, at CVL
Weybridge. It is not yet developed to the stage where it can be used in the field.

Detection of SAF in urine has, so far as we are aware, only been reported by
Michael Homsby (‘Times', 6 November 1995) referring to work by Dr Narang on the

_ basis of information presumably supplied by Dr Narang. We know of no other

published report on the subject and are disappointed that Dr Narang is unable to
supply, even in confidence, any information to SEAC on the protocol or data on the
validation of the method.

Detection of TSE-specific protein in cerebrospinal fluid is another method that is
under investigation by various groups, but has not yet reached the stage of publication

or validation.

The Aim of the Blind Studv Involving Dr Narang

The aim was to determine the sensitivity and specificity of the Touch Method' by
comparison with microscopic examination of the brain and with the conventional
SAF detection method in a blind study. In this context ‘blind’ means that the
operators (Dr Narang, PHLS Newcastle - ("Touch Method"); pathologists in the VI
Service (microscopic examination of the brain); and electron microscopists at CVL
Weybridge (conventional SAF method)) were unaware of the clinical status of the
cows donating the brains or the results of tests by their opposite numbers until all the
tests were complete. At this time the complete results from each study were
communicated to all participants by the key holder, who played no part in the
practical aspects of the study.

The Methods

Brain samples were supplied from ten cattle, five suspected to have BSE and five
clinically healthy controls which were homebred, and came from farms without a

history of BSE. No participant knew the history of any case.

Each test was carried out by the standard protocols of the laboratory concerned. Dr
Narang reported the results to the SVIO, Newcastle VIC within half a day. Final
results for all studies were tabulated and sent to each participant.
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The Results

These are listed in Appendix 1. Mr Bradley wrote to Dr Narang on 20 March 1991
five days following communication of the results (Appendix 2). Dr Narang did not
reply to this letter. However, he did point out an error to Dr Lightfoot on 20 March
1991 in which he noted that brain 4 had been received with brain 3 on 16 November,
not 20 November as stated in the report. This is a simple error of transcripticn, not an
error in the brain samples submitted to each participant. This has been confirmed
both verbally and in writing by the SVIO, Newcastle VIC. The brain in queston was
negative in all three studies and supports this interpretation.

Comments of the Results

1. There was complete agreement between the results obtained from clinical
examination, microscopic examination of the brain and the conventional SAF
method.

2. Dr Narang's ‘Touch Method' gave no false positive results, ie. there was

complete agreement between all tests in all BSE-negative confrols.

The ‘Touch Method' correctly detected two BSE positive cases out of five.
After examination Dr Narang subsequently changed one negative diagnosis to

(V3]

positive, but outside the agreed time iterval.

4. The ‘Touch Method' appeared, under the conditions of the study, to be specific
for BSE. However, its sensitivity was inadequate since only two out of five
(40%) or at best three out of five (60%) of positive BSE cases were correctly
identified.

5. The only advantages of the ‘Touch Method' over the conventional SAF method
are speed (20 minutes versus 3 days at that time) and perhaps cost. The SAF

method can now be completed in 3 hours.

Subsequent Developments

A recent paper by Stack ef al (1995) has evaluated the ‘Touch Method' using the
cervical spinal cord and brains from 12 sheep with natural scrapie and six scrapie-
negative controls, by comparison with the conventional (centrifugal extraction)
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technique for SAF and microscopic examination of the brain. The conclusion of this
study is that the ‘Touch Method' did not offer any advantage over the conventional
SAF method for the diagnosis of natural scrapie. Furthermore, the SAF method was
clearly more sensitive since 1t gave consistently higher SAF scores in more brain
regions than the ‘Touch Method'. No false negative results were reported supporting
the view that the ‘Touch Method' is specific for TSE in sheep.

Overall Conclusion

Dr Narang's ‘Touch Method' appears specific for natural TSE in sheep and cattle and
in the limited studies undertaken (17 affected animals and 11 controls in total).
However, to be of value in the field it must have a sensitivity, at least comparable to
existing methods (eg. the conventional SAF method). Its sensitivity is substantially
lower, and could not be used with confidence in a practical way to protect public or

animal health when more sensitive methods are available.

The method might be of use in situations where speed of diagnosis is paramount (eg.
in some research situations) but on the understanding that a negative result could be
false and that the case in question may be infected and might be shown to be so by

use of a more sensitive method.

We are convinced that there is no justification for conducting any further evaluation
of the ‘Touch Method" as it is inferior to methods already available, and protocols for
which are adopted internationally. We reject Dr Narang's current accusation that the
study was invalidated. If he thought this why did he write a draft paper for
publication describing the study in 1991 using the table illustrated in Appendix 1 (but
with case 7 altered to produce a positive result without comment)?

(b) Evaluation of Dr Narang's Research

Dr Narang's Papers

Dealing with the two files of papers not related to spongiform encephalopathy and the
bibliography we note an impressive number of publications in refereed journals of
repute and sometimes with eminent co-authors. Most of these papers relate to
ultrastructural  or  electron microscopical studies in  regard to conventional
microbiological agents or diseases caused by them. Other than demonstrating a wide
experience and a competence in the techniques, they are not directly relevant to

Jan(1596 9'6,2'9/3-10













































