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CAL 31 - Appendix to Witness Statement (CAL30) in response to request of 1 st July
2011

The following is a salient history in relation to the introduction of heat treated factor
Vill (Z8) in 1987 in Scotland from the documents available. Comments are in italics.

Introduction

1. Some events relating to testing of factor VIII concentrates in patients prior to
1985 have been set out in my response to witness request of 3rd November
2010 (CAL13).

2. I first raised the question of Compensation and Clinical Trials at the meeting
of Haemophilia/SNBTS Directors on 14th November 1983 (SNB.001.5188).
The Minutes record my 'concern about lack of formal arrangements for
compensation for patients who willingly participate in the evaluation of
products and may be disadvantaged as a result'. Dr Cash agreed to raise the
matter with CSA and liaise with the SHHD.

The catalyst to my raising this concern was the reaction that one of the
patients experienced when given test doses of the heat-treated factor VIII in
September 1983 (CAL13, para 26).

1984

3. The matter of Compensation and Clinical Trials was again discussed at the
meeting

of

Haemophilia/SNBTS

Directors

on

2 nd

February

1984

(SNB.001.5252). Item 6(x). The Minutes indicate that there was a prepared
paper (Paper 84/3).

I 'expressed concern about the apparent lack of

guidance on compensation arrangements for patients who take part in clinical
trials and as a result might suffer damage'. 'Dr Bell thanked Dr Ludlam for the
articles which had been circulated'. 'It was agreed that Dr McClelland would
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prepare a paper on this subject for submission in the first instance to the BTS
Sub Committee of the GSA'.

I have not seen the Paper 84/3 (referred to in the above Minute). I do not
recall what articles I circulated at the meeting. The Minutes do not record
whether Dr Cash gave any feedback from discussions with CSA and SHHD
(as agreed at the meeting on November 14th 1983).

4. Dr McClelland's paper on 'Clinical Trials - Compensation for Medical Induced
Injury' was prepared and finalised on 20th August 1984.

The report

recommends that 'The legal office be consulted with a view to preparing
guidelines, based on ABPI documents and modified as appropriate, which
would be used in the conduct of all SNBTS trials involving both patients and
volunteers' (para 5.3) (SNF.001.3015).

5. The next trials of heated treated factor VIII were in November 1984. Trial
vials of SNBTS VIII concentrate heated at 68 degrees/2 hours were delivered
to Edinburgh from PFC on 22nd November and the results of infusing 4
patients were available by 6th December. The draft letter of 6th December
from Dr Perry (SNB.007.4651) states that the infusions were 'successful'. A
letter from Dr Boulton gives pharmacokinetic results from the infusions and Dr
Cash has added a hand written note dated 6th December indicating his
approval for the batches of this material to be issued (SNB.007.4656).

Details of the clinical responses in the patients do not appear to be available,
nor is it clear what the arrangements were for giving the infusions.

1985

6. The document on heat-treating factor VII! concentrate, of February 1985
(SNB.001.5357), states that there is a need to assess the 68 degree/24 hour
dry heated product in patients.

It continues with details of a protocol to

assess residual infectivity of new product.
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7. At

the

7th

March

1985

meeting

of

Haemophilia/SNBTS

Directors

Compensation and Clinical Trials were again discussed. The Minutes record
that 'It was generally agreed that the current situation was unsatisfactory and
Dr Cash explained the difficulties that the SNBTS had perceived in attempting
to resolve the problem through the CSA.

Dr Ludlam requested that some

action should be taken urgently. It was agreed that SNBTS would submit a
paper to the CSA with a view to a discussion at the next BTS Sub Committee
meeting, and Dr Maclntyre undertook to raise the matter within the
Department' (SNF.001.0241).
8. Dr Cash wrote to Mr Mutch (Secretary CSA) on 11th March 1985 about
Compensation of volunteers (SGH.003.1964). The letter appears to set out
suggestions for 'compensation' for patients and healthy volunteers.

It is

copied to Dr Maclntyre at SHHD. Dr Maclntyre writes a memorandum to Mr
Davies (SHHD) on 15th March entitled 'Clinical Trials of Therapeutic
Substances Produced by SNBTS' which sets out the position in relation to
testing of factor VIS! concentrates. He indicates that is not a new issue and he
records that clinicians 'are beginning to express a hint of reluctance to
continue to persuade volunteers to take part in trials without reassurance that
compensation will be paid' (SGH.003.1969).
9. In response to a request from Dr Boulton of 15th March 1985 to test 68
degree/24 hour (with 4% sucrose) material, I replied on 19th March 1985,
requesting details of the product. I sought 'compensation' arrangements to be
in place and indicated that the infusions would require Ethical Approval (which
I might be prepared to forego if there were appropriate compensation
proposals). The letter was copied to Dr Cash and Dr Perry (SNB.005.7320).
10. On 22nd March 1985 Dr Cash wrote indicating that he had taken up the matter
of compensation urgently with SHHD/CSA and outlined the difficulty SNBTS
would find itself in if the infusions studies were not complete by the end of
April. (SGH.003.1967).
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11. In my response to Dr Cash of 4th April 1985, I acknowledge his efforts to get
compensation arrangements in place, point out that Ethical approval has
always previously been obtained, but I insist in having details of the product to
be infused and that I would arrange testing of the 68 degree/24 hour product
once I had details of the product specification. Letter ends - 'So far as the
future is concerned I shall be looking for a concrete guarantee from the
Department for my patients'. (SNB.005.7332)

12. Meanwhile, Dr Cash had asked Prof Bloom if he would trial 68 degree/24
hour.

This he did (along with patients in Edinburgh) (Preliminary Report

11.244 and 11.250).
13.Dr Boulton reports on 4 th July 1985 summarising results of infusions in
Edinburgh (3 patients in May) and Cardiff (4 non-inhibitor patients) which he
stated gave satisfactory pharmacokinetic results (SNB.007.5176).
These were the infusions I had agreed to undertake in my letter of 4th April
1985.

14. Scotland had been issued with 68 degree/2 hour material between December
1984 and Sept 1985 when it was superseded by 68 degree/24 hour (with
sorbitol). Residual stocks of 2 hour material had been withdrawn because of
concern that it might transmit HTLVIII. Dr Perry notes (for the March 1986
Haemophilia/SNBTS Directors meeting) that 80 degree/72 hour material from
BPL may be hepatitis free (Preliminary Report 11.270).
1986
15.At the meeting of Haemophilia/SNBTS Directors on 5th March 1986,
'Compensation for Volunteers in Clinical Trials' is again considered.

'Dr

Forrester said that the question of compensation for clinical trials is a UK
issue which the Department is pursuing with DHSS colleagues. He stressed
that HM Treasury is not prepared to give any firm undertaking to provide
compensation, but compensation for mishaps in relation to anti-D or hepatitis
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immunisation or to apheresis can already be referred for advice to a small
panel, and this system might be extended.' (SNB.001.5448)
16. Dr Prince (New York Blood Centre) writes to the Lancet of 31st May 1986
warning that dry heat treatment may not be adequate to inactivate HTLVIII
(Prince and MASAC) do not recommend dry heated products. (LIT.001.0340
& Prelim Report 11.290).

17. In June 1986 Fletcher (Oxford Haemophilia Centre) provided evidence of use
of BPL 80 degree material at a meeting in Miian (SNB.007,5955).

(I cannot see evidence for this is the accompanying reference)

18. Dr Boulton writes to Dr Cash on 27th June 1986 indicating that he has spoken
to me and that I 'continue to assert (my) willingness to participate in studies of
new factor VIII material for both virgin and multi-transfused. Apparently a few
weeks ago he was asking Brian McClelland if 8Y (i.e. BPL product) could be
made available in the event of a 'virgin' haemophiliac being presented. He
tells me he would be happy to treat such patients with a product prepared by
the SNBTS that has been subjected to an 'equivalent; heat treated regime'
(SNB.007.5869).
19.Dr Perry writes to Dr Boulton on 2nd July 1986 (I think in response to Dr
Boulton's letter to Dr Cash of 27th June (above) and states 'As you probably
know we are poised to introduce yet another FVIII product which will be heat
treated at 80 degrees/72 hours and should therefore be comparable to 8Y and
better than anything available commercially. I've no doubt that as soon as
this becomes available, virgin patients will be able to gain access to this
product before stocks of the existing product are exhausted. However, this
has not been formally agreed yet and we should not yet declare this as a
policy' (SNB.007.5909).

20. Request in July 1986 to BPL from me via Dr McClelland , Dr Boulton and Dr
Perry for supply of 8Y to treat PUPs (Preliminary Report para 11.318). 24th
5
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July Norman Pettet at BPL indicates that 8Y is available for use in Scotland.
In August 1986 50 vials of 8Y were sent to PFC, along with protocol, for
Scottish patients to participate in English PUP study before Z8 available for
testing (Preliminary Report para 11.309) (SNB.007.5876).
21. On 25th July it is recorded that heat-treated NY at 68 degrees/24 hours is to
cease production to allow for production of heat treated Z8 (SNBTS Briefing
paper page 62 - not seen.)

Presumably this date was changed when the difficulties emerged with freeze
drying Z8.

22. In July 1986 Z8 heated at 80 degree/72 hours was available for testing.
Sample sent to NIBSC and some to blood component assay group which
found evidence of aggregates. (Preliminary Report para 11.322/3).
23. On 7th August 1986 Dr Perry wrote to Dr Boulton indicating that he hoped to
have two batches of heated Z8 available for assessment in patients and that
perhaps he could open discussions with me for its assessment. At the end of
August, however, a difficulty with freeze drying the heated Z8 was
experienced which led to a need to postpone its assessment in patients in
September 1986 (Preliminary Report para 11.326).

24.On 20 August 1986 Dr Boulton reports by letter to Dr Perry that heat treated
factor VIII is reported by me (and confirmed by Dr Boulton's staff) to be
difficult to dissolve.

This is presumably the 68 degree/24 hour product

(SNB.007.6076).

25. Dr Jim Smith (BPL) provides a summary in Sept 1986 for UKHCDO AGM, of
studies of 8Y and 9A (both 80 degree/72 hour) in patients not previously
exposed to concentrates but who had received varying amounts of cryo.
Protocol was fortnightly bloods to 12 weeks and thereafter monthly. Number
of patients had incomplete data and may have missed spikes of ALT, but
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none of the patients reported in the study had results greater than 2.5 times
the ULN of their ALT (one patient excluded from report had high ALT but was
excluded because of infrequency of testing).

It was concluded that formal

study needed to be undertaken in patients not previously exposed to any
blood product. With the inclusion of further patients the study was published
in the Lancet in October 8th 1988 (page 814) in 32 patients. Two patients had
ALT >2.5 ULN, one had received previous cryo and the other had not
received any blood product. Blood tests on either side of these raised levels
were < 2.5 ULN. Infection risk 0-9% with a 95% confidence. Study did not
match up to ICTH criteria. Further study in PUPs needed (Preliminary Report
para 11.307).

26. The notes of a meeting of the Coagulation Factor Study group on 14th October
1986 describe a hitch in freeze drying Z8 and that infusions to patients set for
September would have to be postponed. It was suggested that Haemophilia
Directors should be invited to test 72 degree/72 hour Z8 (Preliminary Report
para 11.328).
27. It was not immediately clear which product should be tested in patients
because Dr Cash wrote to Dr Perry on 15th October 1986 suggesting his view
that it was 'timely to commence production on a regime of 75 degree/72 hour
product (but hoping that the 80 degree/72 hour product would continue to
receive attention (SNB.006.0335).
28. On 13th November 1986 Dr Cash writes to Dr Boulton advising him of the
intention to produce Factor VIII at 75 degree/72 hours and asking for
cooperation in preliminary trials for half-life and percentage recovery with
clinical colleagues in Edinburgh, Glasgow and Belfast (SNB.007.6241). On
26th November Dr Bruce Cuthbertson writes to Dr Boulton to arrange testing
and enclosed specification of Z8 (SNB.007.6241) (specification is not set out
in Preliminary Report). Dr Boulton writes to Dr Perry on 1st December that Dr
Mayne 'would be very pleased to enter into clinical trials as soon as the
material is available'.

He indicates that he will liaise with Dr Forbes in

Glasgow. He will 'wait until the material is actually in our cold room before I
7

tell Dr Ludlam'. Dr Boulton continues that 'when I have some Z8 in stock,
presumably batch 60110 (the one Bruce describes to me) we can go ahead,
hopefully before Christmas with the first infusions' (SNB.007.6270).
29. Dr Perry at a meeting of the SNBTS Clinical Trial Review Meeting on 1 st
December 1986 'reported that the (Factor VIII (Z8) Heat Treated at 75
degree/72 hrs was available for half-life and recovery studies in Edinburgh,
Glasgow and Nl prior to its introduction into routine use. Dr Boulton is co
ordinating this study, the results of which will be used for application for
licence variation' (SGH.001.6672).
30.5th Dec 1986 Dr Boulton writes to Dr Cash indicating that that he has
discussed the proposal to test the Z8 with me and that he states 'Christopher
is concerned about the situation as far as indemnity to patients who suffer as
a result of being infused with the trial material. He had ethical approval for
study but wished to be assured about indemnity. I have a strong feeling that
he will be unwilling to agree to such trials unless there is a specific
commitment by SHHD that any patients who suffer adverse effects as a result
of the infusion will be given appropriate compensation'.

Dr Boulton notes

Crown Immunity has been removed from BPL and he enquires whether it was
still in place for PFC (SNB.007.6274).
31. On 11th December 1986 I write to Dr Cash expressing enthusiasm to test Z8
which I understand will 'shortly be available for clinical assessment' and report
that I have ethical approval, but 1 am now waiting for an appropriate
commitment from either PFC, SHHD or DHSS concerning the question of
indemnity should any of the patients materially suffer as a result of assessing
the new factor VIII product. As you know I raised this a long time ago with
SHHD and there has been no response.

I have consulted a number of

colleagues at other Haemophilia Centres and there is very great disquiet
about the present lack of formal arrangements' (SNB.005.8711).
32. A memorandum of 22nd December 1986 entitled 'Z8 for Clinical Trial' from Dr
Perry to Dr Cuthbertson states 'In preparation for the multicentered 'trial' of
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this product I would be grateful if you could now send 200 vials of the selected
batch to Dr Boulton who will subsequently distribute it to the participating
Centres.

It should be marked for his attention and carrying 'Clinical Trials'

labels. Dr R J Perry' (not signed) (SNB.009.4073).

I have not been able to find any record to this material being delivered to Dr
Boulton nor of what arrangements he made for its distribution to participating
centres in Glasgow and Belfast - if there was going to be a difficulty arranging
infusions in Edinburgh - see above).
33. On 30th December 1986 Dr Cash spoke to Dr Maclntyre about compensation
arrangements. He followed this up with a letter in which he writes '! would
very much appreciate a formal response from SHHD colleagues which
indicated that patients receiving coagulation factor concentrates, prepared at
PFC, not as an integral part of their treatment but for efficacy purposes would
be subject, in the event of a significant untoward reaction, to the same
consideration with regard to compensation, as blood donors who undergo
immunisation/boosting for the procurement of ant-Rh(D) immune plasma'
(SGH.003.1919).
34. On 5th January I write to Professor Cash 'Further to our recent conversation I
write to confirm that at present and with great regret, I am unwilling to test
further blood products on patients until I received written assurance that
appropriate compensation will be available (possibly in a manner similar to the
ABPI arrangements).

I hope you appreciate that I have not reached this

decision lightly. The new difficulties that are facing haemophiliacs now, in my
view, makes it all the more important that proper safeguards are available. It
seems to me only reasonable that haemophiliacs should be able to receive
compensation for assessing a new product in a similar way to any patient
given a new pharmaceutical drug. As soon as i receive a written assurance
from an appropriate authority I will be delighted to resume testing blood
products again in willing patients. In response to your further query I will, of
course, be perfectly happy to use a new factor VIII when it has a Product
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Licence from the CSM\ The letter is copied to the haemophilia directors in
Scotland and Dr Rizza. (SGH.003.1911) (Preliminary Report para 11.347)
This should not have come as a surprise to Dr Cash as / first raised the matter
in 1983 and I had made my view clear in March and April 1985. I wrote in
April 1985 'As soon as I received details of the present factor VIII product that
requires testing I shall be delighted to arrange this. So far as the future is
concerned I shall be looking for a concrete guarantee (about indemnity) for
my patients. (SNB.005.7320, SGH.003.1967 & SNB.005.7332). Additionally
he had been forewarned by Dr Boulton at the beginning of December 1986
(SNB.007.6274).

35. Dr Cash copies my letter of 5th January 1987 to Dr Maclntyre and writes in a
covering letter 'You will wish to note that Dr Ludlam's letter is copied to Dr
Rizza (Director of the Oxford Haemophilia Centre). It would seem clear to me
that Dr Ludlam's actions are probably part of a carefully co-ordinated plan
which was conceived at the October meeting of the UK Haemophilia
Directors. You may wish to have a chat with Dr Forrester as to whether it
might be advisable to postpone the forthcoming meeting of the SHS
Haemophilia/BTS Centre Directors scheduled for February 9th 1987.'

I can advise that there was no 'carefully co-ordinated plan which was
conceived at the October meeting of the UK Haemophilia Centre DirectorsMinutes of this meeting are available.

My letter was copied to Dr Rizza

because he was chairman UKHCDO and I thought he should be aware of the
difficulties in Scotland in connection with testing new blood products.
36. Dr Cash replies to me on 7th January 1987 indicating that he has much
sympathy with the basis of my concern and since 1983 (I) have given my
fullest support on the matter.

I more than appreciate that you have not

reached this decision lightly but very much regret the timing of its
announcement. We have lost a valuable 6 weeks'. He continues by asking
that if there is written assurance from SHHHD would I be prepared to
undertake t1/2 studies (as quickly as possible) and if these are acceptable
10
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(and no clinical reaction) would I be prepared to use Z8 for routine use. If Z8
not available would I prefer NY or commercial VIII (SGH.003.1980).
37. Dr Cash on 7th January 1987 also writes to all haemophilia directors in
Scotland enclosing a copy of my letter of 5th January 1987 asking if it 'Is your
intention to take a similar view to Chris - specifically not to contribute to the
new product assessment without a written assurance from SHHD concerning
compensation? If the answer is 'Yes' then I'd be grateful if you would answer
the same questions as I've asked Chris' (SGH.003.1908).
38. On 9 th January 1987 I respond to Dr Cash's letter of 7th January 1987. 'Given
written SHHD assurance that appropriate compensation will be available to
patients/relatives in the context of clinical assessment of Z8, then I would
respond to your questions as follows; I would be happy to organise
immediately the appropriate infusion studies. Dr Forrester telephoned me a
couple of days ago about this point and I said that if he could give me a date
when he might expect an appropriate letter from the Department, I would be
happy to organise appropriate volunteers in anticipation.

We could thus

ensure that not a day is lost. I am prepared to act very quickly particularly as
my decision has embarrassed PFC plans.' My letter continued by enquiring if
the trial infusions are successful would the concentrate be available on a
'named patient basis' until a product licence were available. 'Under these
circumstances I believe that I might be liable if any patient were to experience
an adverse reaction. This raises the same question of product liability as
giving the test doses to assess survival etc. In this event I would ask that the
Department extends its indemnity until a product licence is obtained. I would
be very reluctant to purchase commercial factor VIII and would prefer the old
intermediate purity (NY) factor VIII.' My letter ends by indicating that 'I gather
from Dr Forrester that the Department hopes to be able to issue appropriate
assurances in the near future' (SNF.001.3020).
39. On 13th January

Dr Bruce Bennet and Audrey Dawson (Aberdeen

Haemophilia Directors) sign a joint letter of support for my view that there
should be indemnity to cover infusions in a letter to Dr Cash. (SNB.005.8713).
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Also recorded is Dr Heppleston's (Dundee) and Dr Hann's (Yorkhill) view that
indemnity was necessary before testing (SNF.001.3024 and SNB.005.8712).

40. On 13th January 1987 Dr Cash writes to me indicating that Charles Forbes
has agreed to 'look at the 75 degree/72 hour product' and that they would
keep my team 'in reserve*. 'All being well we should just slip past the rocks I
felt some days ago we were destined to founder on' (SNF.001.03022).
41, On 6th February 1987 Mr Murray, SHHD, wrote to Dr Cash in reply to his letter
of 30th December about compensation arrangements. Mr Murray states 'you
enquired whether the Department approved compensation arrangements
whereby patients receiving heat-treated factor VIII, prepared by PFC, not as
an integral part of their treatment but for efficacy trial purposes would be
subject, in the event of significant untoward reaction, to the same
consideration with regard to compensation for blood donors who undergo
immunisation boosting for the procurement of anti-Rh(D) immune plasma.
The question of ABPI guidelines also arose. It is understood that any such
claim for compensation is unlikely. I can confirm that the Department agrees
such compensation arrangements for the clinical trials of heat-treated factor
VIII and that such arrangements include application of the APBI guidelines. It
should be noted that the APBI guidelines do not provide for compensation
except where the damage is severe and permanent. I shall be writing to the
agency shortly setting out the formal arrangements for compensation'
(LOT.003.2126).

42.9th Feb 1987 Haemophilia and SNBTS Directors meeting. In Dr Cash's paper
for this meeting prepared in January 1987 he writes 'PFC Heat Treatment
Programme (i) It is hoped that PFC has succeeded in producing coagulation
factor concentrates (VIII and IX) which are dry heated at 80 degrees/72
hours.' Concerning Z8 he continues 'we anticipate having sufficient evidence,
indicating acceptable recovery and t/2, within three weeks and that as a
consequence

it will be generally available for

(SNB.001.5492)

12

routine clinical use'.

PEN.017.1637

Dr Perry's paper for the same meeting dated 15th January describes the
specification of Z8 and indicates that the initial product, which will be supplied
will be heated at 75 degrees/72 hours but that all product manufactured since
January 1987 was heated to 80 degrees/72 hours. He indicates that 'subject
to satisfactory clinical trials (t 14 and recovery) it is hoped to obtain full
regulatory approval for this product by late April '87' (SNB.001.5507).

In the record of discussion of Compensation for participants in clinical trials Mr
Macniven indicated that APBI Guidelines would apply (Item 3) but that '3d The
newly secured compensation scheme does not apply to administration for
therapeutic purposes' (SGF.001.2261).

My recollection of the discussion is that Mr Macniven, when pressed by me,
agreed that ABPl cover would be available from first test infusion of a new
concentrate up to the granting of a Product Licence, This became a major
difficulty when I saw the draft Minutes of the meeting which did not reflect my
memory of what was discussed and agreed - see later.
43. On 23rd Feb I write to Mr Murray at SHHD indicating that I have received a
copy of his letter to Dr Cash of 6 th February 1987. I note that the Department
is prepared to offer ABPl guideline cover but I indicate that I see some
'ambiguity in your letter as to what constitutes a clinical trial. Presumably the
Department is prepared to follow the ABPl guidelines between first test
infusion of the heat treated factor VIII concentrate and being given a full
product licence being obtained from the CSM'.

i ask for an early reply

because 'SNBTS are very anxious that appropriate trials begin immediately'
(SGH.003.1859).
44. On 3rd March meeting of SNBTS Directors on page 7 records that Dr Cash
reported on 'Compensation associated with adverse reactions in clinical trials
and healthy volunteer studies. It was noted that the current provisions were
exceedingly narrow...Miss Corrie was working with CSA Secretary, Mr Mutch,
on a proposal for extension and improvement' (SGH.001.6653).
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45. On 24th March 1987 I was visited at my office in the Royal Infirmary by Dr
Forrester (SHHD, Chairman of Haemophilia/SNBTS meeting on 9th February
1987).

It appears that I had let him know of my reservations about the

accuracy of the minutes of the meeting. See Dr Forrester's letter to me of 24th
July 1987 (Paragraph 65, below).

46. Assessment of the Z8 was undertaken on patients in Edinburgh in March
1987 and on 31st March 1987 Dr Susan Howe wrote to Dr Perry giving the
results of in vivo recoveries in three patients on Z8-80. The letter indicates
that 'no further infusions are planned until Dr C Ludlam returns from holiday in
three weeks time'. (SNB.006.5609)

It would appear that as a result of SHHD offering ABPl indemnity for nontherapeutic infusions of factor VIIII had arranged test infusions in March 1987
47. On 3rd June 1987 Dr Boulton writes to Dr Perry with the results of infusions of
batch 60270 in March and April in Edinburgh to 4 men with haemophilia (the
data from an additional 2 was to follow). It was noted that many of the vials
took up to 30 minutes to dissolve.

One patient had a reaction which Dr

Boulton records as being similar to reactions he has had with other
preparations of concentrate.

Dr Boulton records that the pharmacokinetic

results are 'similar to results of other infusions of concentrates at the
Edinburgh Haemophilia Centre. (SNB.007.6605)
48. At the SNBTS Directors meeting on 10th June 1987 the Notes record that I n
Mr Murray's absence Dr Forrester explained that the SHHD had extended the
Treasury compensation scheme to Z8'. The Notes continue - 'Compensation
on a wider basis: Miss Corrie and the CSA Secretary were working together
on a draft proposal for the revision of the current compensation schemes. Dr
Forrester recommended that the Agency should get ABPl guidelines extended
to

cover

all

SNBTS

products

(SGF.001.0127)
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49. On 10th June 1987 Mr Murray (SHHD) wrote to Mr Donald (General Manager,
CSA) on 'Clinical Trials of Factor VIII; Arrangements for Compensation. The
letter states that The Department has sought Treasury approval to
appropriate arrangements for compensation in the event of injury during
clinical trials of Factor VIII which have been subject to the improved heattreated process. Treasury approval has not been received to a compensation
scheme adhering to the guidelines recommended by the ABPl. The letter
continues to indicate that could be a panel of three assessors; legal advisor
from the CLO, Regional Transfusion director and Chief Administrative Medical
Officer (or nominee). The letter was copied to Professor Cash and RTDs
(SGH.003.1813).
50. On 11th June 1987 I wrote to Dr Forrester in a letter entitled 'ABPl Guidelines
and Factor VIII. Haemophilia/SNBTS Directors Meeting Monday 9th February
1987. 'I have received your draft Minutes and as you know I do not regard
them as a correct record. At our discussion some time ago you told me that
that under item 3 the Draft reflected the Department's view as well as the
discussion that occurred. I write to ask you to consider amending the Minutes
to truly reflect the discussions and verbal agreements given.

Mr Macniven

gave an undertaking that all infusions of factor VIII, including those to assess
clinical efficacy, would be covered by ABPl Guidelines.

If you are in any

doubt that this commitment was given, I would ask you to enquire of other
members of the Committee who were present.

If the department is now

reneging on its undertaking then that is an issue which will have to be
considered separately. I would therefore propose that in paragraph 3d either
the 'not' or the whole sentence is deleted.

If you see any difficulty in

amending the Minutes as suggested perhaps you could let me know'
(SNF.001.3028).

51.1 wrote to Dr Boulton on 11th June 1987 expressing surprise that Z8 was being
issued without discussion and that I was uncertain as to the legal basis upon
which it was being issued.

I outline my understanding that Mr Macniven

indicated that ABPl like compensation would extend from first infusion to
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acquisition of product licence at SHHD meeting on 9th Feb. The use of Z8 did
not appear to be covered by a CTX (SN.001.5534).

It was my understanding that 8Y was being 'trailled' in England under a CTX,
52. On 24th June 1987 Dr Boulton wrote in response to my letter to him of 11th
June about the proposed circular to haemophiliacs about Z8. He considers
'the information given is reasonable' and makes suggestions about the
wording in relation to viral safety.

He is uneasy about my suggestion that

there is a signed consent form. He continues in the letter by giving me details
of the patient who reacted to one of the test infusions of Z8 and indicates that
it is very similar to reactions he has had previously to other products. He
indicates that he is uncertain about a product licence and whether perhaps Dr
Perry has applied for a 'Variation on the Product Licence' (Appendix 1).
53.1 received a letter from Dr Cash dated 25th June 1987 indicating that the
'Minutes of the 9th February are entirely accurate' he goes on to indicate that I
'misunderstood the statement by Mr Macniven.

The letter continues to

express surprise that I was 'not aware of the extreme shortage of NY
product

The reason for the shortage was the long delay in establishing the

t1/2 studies'. He states that he has not received a response to his letter of 11th
February to SHHD.

He expresses surprise that I was not aware of the

'extreme shortage of the NY product in February after I received his 'Russian
Roulette' letter in December. He goes on to express 'considerable concern'
about the letter I am proposing to issue to patients (SGF.001.1357).
54.1 wrote to Dr Forbes on 26th June 1987 enquiring about his recollection of the
Haemophilia/SNBTS meeting of 9th February in relation to the 'compensation'
discussion with Mr Macniven and my view that the Minutes did not accurately
reflect the discussion and agreement. If he considers the Minutes inaccurate I
suggest he writes to Dr Forrester (Appendix 2).
55. On 29th June 1987 Drs Cuthbertson and Foster wrote to Dr Perry about the
'Z8 Phase 1 Clinical Trial'.

In their memorandum they indicate they have
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received the "final1 (draft) report from Frank Boulton giving raw data,
calculated data and personal observations'. The authors of the memorandum
raise concerns about assay results (e.g. differences between haematology
and BTS lab results) and that the 'recoveries' of VIII in vivo appears to be less
than anticipated. A number of methodological concerns are raised and it is
suggested there should be 'an urgent meeting to discuss' these issues,
'These discrepancies

may require discussion/investigation before we can

be sure that we have phase 1 data satisfactory for a product licence
application'. In a hand written note at the top of the memorandum Dr Perry
asks Dr Foster to meet with Dr Boulton 'to agree mods (? modifications) to the
report. Also could you see if Dr Boulton could include a statement in the
report indicating the extent of the products use for haemostasis and that it has
been found to be satisfactory' (SNB.007.6608).
56. In response to Dr Cash's letter of 25th June, I replied on 30th June 1987 that
'Clearly we are going to have to work together on the difficulties over the
introduction of blood products. I am sorry that we have different recollections
of what was agreed on 9 th February. As you know Dr Maclntyre wished to
see me about the letter to Dr Forrester. I shall be receiving a formal reply
once it has approved by the legal advisors.

I found the meeting most

illuminating and he some very interesting observations about product
licences.
As you know I was keen to see use of Z8 with appropriate arrangements and
safeguards. What I find unacceptable is it being introduced for the treatment
of patients without local arrangements being made whilst I was away in
Washington.

No monitoring procedures had been agreed in advance and

certainly the Haemophilia Centre staff were taken by surprise. I don't believe
even Alistair Parker was contacted.

You can rest assured that before your letter arrived, I had deleted the written
commitment to provide commercial factor VIII. As you know I showed the
draft to Frank Boulton and I was a little surprised that he did not mention the
reference to commercial products.
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modifications to which I am happy to agree. As Z8 is under clinical trial I must
reserve the right to use another product if the patient refuses to accept the
trial material, but I need not make this explicit.' I hope you are satisfied that I
have recommended the product strongly to the patients.'

I

end

by

acknowledging

that

'The

local

difficulties

are

because

communications have not perhaps been so good lately between our
Departments; something that I am sure can be put right. I would be delighted
to meet with you and discuss recent events and to work out a constructive
way forward (SNB.005.8716).
On reviewing the Minutes of the 9th February meeting para 4c states 'Dr
Ludiam wished success to PFC's efforts to make a purer product still, and he
and Dr Forbes agreed to accept the new product for trial'.
57. Also on 30th June 1987 Dr Maclntyre wrote to me, having received a copy of
the letter I sent to Dr Cash on 25th June. He refers to a recent meeting I had
with him and that he states that he will be writing to me about 'various matters
discussed'. He continues 'I trust in the meantime you will not feel it necessary
to issue to your patients the document you have prepared, nor require them to
sign the proposed agreement to part in what is described as a clinical trial. To
proceed in this way would, we feel, cause unnecessary alarm on part of
patients with no accompanying benefit' (Appendix 3).
58.1 replied to Dr Maclntyre on 6 th July 1987 stating 'I enclose a revised copy of
the document which I propose to give to patients. I cannot agree with your
view that it will cause alarm. Disquiet and suspicion arise when patients feel
they are not being fully informed.
haemophiliacs

are

very

well

As I am sure you will be aware

informed about

the

disorder

and

its

complications. I am being asked to assess the clinical efficacy of the new
PFC factor VIII concentrate. As none of these therapeutic materials have
Product Licences I ask you to acquire an appropriate Clinical Trial Exemption
Certificate for the present factor VIII concentrate. I am led to believe that for
me to be administering such a concentrate may well be illegal under the
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Medicines Act (1968), I must ask the Department to reconsider its decision
not to offer ABPl Guideline cover for patients participating in what I believe is
a phase II clinical trial.,..Please will you confirm that the Department will be
accepting product liability as defined in the Bill currently before Parliament, for
all therapeutic materials manufactured by PFC.' (Appendix 4).
59. On 6th July 1987 I wrote to the Medical Defence Union (Appendix 5) to 'let
them know of a potential difficulty that is developing in relation to the
development and assessment of new heat treated factor VIII concentrates by
the NHS in Scotland'.

In the letter I outline the history and sought 'any

observations you might like to make'. I enclosed a copy of the draft patient
information sheet (SGH.007.1741 copy attached).

60. On 6th July 1987 I made an application to the Ethics Committee for a 'Clinical
Assessment of heat Treated Factor VIII'. ! indicated that the material 'has
recently been issued for the routine therapeutic use in patients in what I
believe is a phase II trial. So far as I know a Clinical Trial Certificate has not
been obtained. Additionally the SHHD is not prepared to offer ABPl Guideline
cover in the event of a patient experiencing a severe reaction'. The Chairman
of the Committee responds on 8th July 1987 by suggesting l 'convey to SHHD
my (Dr Leonard's) misgivings about approving the use of such a compound
when it has not received the appropriate ABPl cover'. The Committee gave it
ethical approval on 20th August (Appendix 6).
61.On 7th July 1987 Dr Mayne (haemophilia director Belfast) wrote to Dr
Forrester indicating that I had been in consultation with her some
considerable time previously about the Minutes of the Meeting on 9th
February. She wrote 'My recollection of the discussion was at slight variance
with the minutes when they were received' she continues by outlining her
recollection of the meeting. 'My understanding of the discussion was that Mr
Macniven would pursue the compensation clause and that it should be
available until a product licence was obtained for the material'. She ended by
stating that I must say I have strong feelings regarding the necessity for such
a new factor VIII product to be given approval by the Licencing Authority. I
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suppose I may have become more biased in this direction during the past 6
months but in view of the strict guidelines necessary for commercial products,
I do believe that our own local product should be similarly vetted. I would be
grateful if I could have further clarification of the situation regarding
compensation and APBI guidelines.

Several of my own patients have

indicated reluctance to participate in any clinical evaluation studies, however,
it may become necessary to utilise the new factor VIII for them under
emergency situations.

Therefore I would be grateful for your clarification'

(Appendix 7).
62. In response to Mr Macniven's letter of 23rd June Dr Cash responded on 8th
July indicating the need for compensation for trial products (including factor
VIII and many others) where they are given therapeutically (SNB.001.3839).
63. On 13th July Dr Cash writes to me thanking me for '(my) most constructive
letter of 30th June and suggesting that we meet to discuss outstanding topics
(SNB.006.4605).
64.The Medical Defence Union replies on 13th July agreeing 'that patients who
are to be given a new concentrate should give fully informed consent before
they receive it and I think the explanatory leaflet is an excellent idea, although
it is not absolutely necessary to obtain the patient's signature on the consent
form' (Appendix 8).
65. On 24th July 1987 Dr Forrester responded to my letter of 11th June about ABPl
Guidelines, Factor VIII and Haemophilia/SNBTS Directors' Meeting. He refers
to our meeting at his request at the Royal Infirmary on 24th March 1987 at
which he records as stating that the 'Minutes of the meeting of 9th February do
correctly report the Department's position; but since they could not serve as a
definitive statement of this, discussion of them is not directly to the point. Mr
Murray's letter to Dr Cash states the Department's position.

The

arrangements now agreed extend to those participating for non-therapeutic
purposes in trials of FVIII.

These participants naturally enjoy exceptional

public sympathy. Participants who receive FVIII for reasons of treatment as
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well as trial are not included.

I know you will agree that a multiplicity of

statements simply breeds confusion. I am therefore referring your letter to Mr
Macniven, whom you heard at the meeting, so that he can consider a formal
response' (Appendix 9).
66. Dr Forrester wrote to me on 24th July 1987 as a temporary response to my
letter to Dr Maclntyre of 6 th July 1987 about my 'document for the information
of patients receiving the new factor VIII concentrate. He is obtaining further
legal advice, believing what you say about the need for a Clinical Trial
Certificate is not the case. But he will reply to you in detail as soon as he is
able (Appendix 10).

67. It appears that Dr Forbes must have written to Dr Forrester questioning the
accuracy of the Minutes of 9th February, as in his reply of 28th July Dr
Forrester writes to Dr Forbes pointing out that the Minutes of the meeting
'were accurate and represented precisely the position at that time, as Mr
Macniven sought to explain' (Appendix 11).

68. Preliminary Report, paragraph 11.359, Dr Lowe's article in Scottish Medical
Journal (vol 32, page 109-111) entitled 'Haemophilia, Blood products and HIV
Infection' sets out the recent history of transmission of viral infections by blood
products and he notes that 'the risk of viral hepatitis, (which) is not prevented
by heat treatment of concentrates'
69. At the UKHCDO AGM on 25th September 1987 at the Royal Free Hospital Dr
Smith's report on 'Surveillance by BPL concentrates 8Y and 9A, dry heated at
80 degrees for 72 hours was distributed. Dr Kernoff in discussion stated that
'it was undeniable that the evidence on safety was somewhat 'soft' in scientific
terms. 'Hard' evidence, comparable with that available for certain commercial
products, could only be obtained from a vigorously performed 'virgin' patient
study carried out in accordance with the protocol suggested by the ISTH'. Dr
Kernoff and Dr Rizza would be coordinating such a study. The Treasury had
agreed to indemnify participants on the same basis as is normally done by the
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pharmaceutical industry and a clinical trial exemption certificate had been
applied for (SNB.001.7768).
70. On 9th November 1987 Mr Macniven wrote to Professor Cash in response to
his letter of 8th July 1987 indicating that the SHHD would extend ABPl cover
to the use of heated treated factor VIII for therapeutic use (SNF.001.3039).
71. Dr Cash passed the letter to me and I replied on 19th November being
'delighted' with the agreement (Appendix 12). I asked for a copy of the letter
Mr Murray sent on 10(h June which was subsequently sent to me (Appendix
13). On receipt of Mr Murray's letter of 10th June I wrote to Dr Cash again on
7th December 1987 wondering whether it is appropriate for two of the three
assessors to be 'employed by the manufacturer of the factor VIII' (Appendix
14). Dr Cash suggested I take up this matter with Mr Macniven and 'in doing
so perhaps I might say that my experience would lead me conclude that the
lawyers of the Central Legal Office have a remarkable track record of being
independent of 'the establishment' (Appendix 15).
72. On 21st December 1987 Professor Bloom writes to me about 'seroconversions
to HIV in 'naive' haemophiliacs in North America who have been treated with
heat-treated factor VIII.

The letter raises doubts about whether the FDA

would approve the 80 degree 72 hour process SNB.006.4583).

On 29th

February an individual from Department of Haematology at Tufts University
School of Medicine wrote to BPL indicating that an application to the FDA
would likely receive approval (DHF.002.8088).

73. Notes for meeting of Haemophilia Directors in May 1988 (Scotland Only)
prepared by Dr Perry on 19th April 1988. The notes indicate an increasing
demand which along with the 'manufacturing/technical difficulties resulting in
low process yields at PFC have resulted in supply difficulties towards the end
of 1987/88. Whilst these technical problems associated with the introduction
of the new Z8 product have been substantially resolved, their effect combined
with the increased demand has led to a major depletion of national product
stocks'. 'PFC development strategy is; development of a 'classical' high purity
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within the next 2-3 years. This would be carried out in collaboration with the
New York Blood Centre and Dr Alan Johnson (SGH.002.0957).
74.1 wrote to Dr Forrester on 21st April 1988, prior to the meeting of
Haemophilia/SNBTS Directors on 5th May alerting him to several concerns. 1)
I note that of the three 'assessors' in the event of ABPl compensation needing
to be considered, two were employed by the manufacturer.

I wondered

whether it might be appropriate to include an individual who had some
knowledge of haemophilia. 2) I sought clarification of the legal basis for
issuing products for treating haemophiliacs. 3) I expressed my concern about
the ability of Scotland in being able to find sufficient patients to demonstrate
the viral safety of new SNBTS concentrates (SGF.001.2283).
75.1 received a reply on 26th April 1988 from Dr Forrester in which he 'suspects (i)
have misunderstood the role of the 'Three Wise Men'.

He suggests that

perhaps the Blood Transfusion Director might be replaced by a Haemophilia
Director. So far as the legal basis of issue of blood products he assured me
that the Department was seeking legal advice on the matter (Appendix 16).
76.On 22nd December 1988 Dr Perry recorded that a modification to the Z8
freeze drying process has led to a major improvement to product quality and
also perhaps yield (SNB.006.7120).
77. November 1989. Submission for a Product Licence for the SNBTS Factor VIII
Z8 - Expert Report on the

Clinical Documentation signed

(SNF.001.2914).

Date

Signed
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