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Item 3iiof3337 

NOT= OP 4!CAL TRIAL EVtE'A "F ETrwr, M ' n ON '+CNOAY I DECEM8 R 7986 

Present Jr 7 ?err' .Chairman) 

Or R Crawford 

Or 3 Cu lbertson 
Or P L Yap 

Or a Casa 
miss . Mc:C.nney (Minutas) 

~l r i. INTRODUCTION 

Or Perm indicated that the meeting :had been set up as an annual event with 
the intention of reviewing the status , results and future of clinical trials 
sponsored by SN®TS in respect of PFC products. The membership of the group 
would be flexible, reflecting tie type of trial in progress or planned and 
the SNSTS consultant co-ordinating the trial. However, the core membership 
would be Ors Perry, Cutnbertson and Cash, the latter acting specifically in 
his capacity as sx officio medical advisor to PFC. 

It was subsequently agreed that the group would, in due course, address 
regulatory aspects of clinical trials and in compliance with procedures for 
initiating and co-ordinating trials. 

2. 2AVE4OUS IGG r4( tf4,_~Y® CANNAGLO?UL:4AE+tA 

2. The presen: Iv IpG product is sucrose stabilised and accordingly is a 
variation on the product for which a product Licence has been granted. 
Or Cuthbertson advised that the new product had now been fully 
evaluated by Or Yap and the variation application would be submitted 
before Christmas. The variation would also include minor modifications 
to the product leaflet. It was noted that the licence was conditional 
on continuing patient follow-up and generation of virus inactivation 
data. 

It was agreed that the product was in a post-marketing surveillance 

perLod and therefore it was appropriate that Or Yap should continue to 
monitor and follow-up all hypogammaglooulinaemia patients receiving the 
product on the understanding t such continued follow-up could be 
reduced to a core group of 6-42 patients. Dr Yap indicated that he had 
estaolished a patient serum library for future (and as yet 

unidentified) studies particularly with respect to viral safety. 

Dr Yap et al will be submitting a paper to the Scottish Medical Journal 
in due course concerning clinical experience to date of the PFC 
product. 

The need for on-going patient surveillance Ica-ordinatad by Dr Yap) 
would be reviewed in one year's time. 

It was agreed that the SNSTS would continue to support the treatzsent of 
a small cohort of hypogamina patients in England since they formed an 
important Component of the post-marketing surveillance exercise. 
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Dr tso confirmed that ' hire tiere had peen patient deaths within the 
nypogamma cohort under stu • these were ,*later to malignant di7ease 
or other factors unrelated to IV IgG. The unrospaarasauanese' of 

I'/ tgG  aea 
3 

rarna. ss an L.r.00rtant area %or rutUr
clinical studies. 

2.2 Role ')r' Iv '0G: to near~sont of H f a4F • ' sL. ttn^a 

Or. -0ar reported that 2 nfants in the nburgh area and both born of 
Htv posb.tive mothers nad been treated with IV tgG. There is 
prflie:)bnary evidence t'at the ft sz Lnfanc: ,las responded to treatment. 
the oorse of treatment for the second infant: ias only Just commenced; 

0r Yac further reported that he 'oag planning, subject to funding 
(SHW , a dO'.ble Ming placebo controlled trial, of IV tgG for the 
px°apny.iaxi3 c A1OS or ARC in i;'Efants born to HIV positive mothers. 
Ethica., saprcvral for this trial has already been received and would be 
condcted ax a collaborative study with the Infectious Da.seases Unit 
an•d n; - University of Edinburgh*. 

Or Ferry undertook to find out if a Doctors and Dentists Exemption 
tertA?icate was required fur this study. 

3. 1HTpAVENOUS _TGG r'SR _THE yA`~9 IY _..._ ®r. 

Cr Perry con Firmed that the PVC product was not licenced for this 
application and at the present time all product issues were on a named 
patient basis, co-ardinated by Or Crawford For the purpose of follow-up and 
on-go,ng evaluation of product safety. 

Or Crawford presented extensive data on the use of the PFC product for 179 

and other diseases. The data included adverse reactions, virological safety 
data. To data 34 patients had been fol'awed-up It was noted that. 
anecdotal eeparts of hair loss following high dose treatment with IV IgG had 
not been unequivocally related to IV tgG therapy, It was agreed that the 
substantive report submitted by Or Crawford would serve as an excellent 
basis for licence variation to permit the use of PFC IV igt% for ITP sod it 

was therefore agreed tnat; 

;::.;.. (a3 Drs Perry. Cuthbertson and Crawford should res ew the document with a 
vaew to its 3upmi55.on in support or a licence varaa'..cn. 

th) The variation should, at this time, only relate to tIp. 

o) Or Crawford ahouid arrange to provide graphical. :or tabulated data for 
suc;) measurements as platelet counts for each patient as oars; of the 
Clinical submission, 

Id) ors Crawford. Yap and Cuthoertson should redraft the product insert 
leaflet to reflect the use of I`t tgG for IIF. It was noted that the 
Sandoglobulin and Gammaimmune leaflets would serve as useful models 
fur this purpose, . 

D Cash suggested that further discussion on the role of IV IgG: and Anti-D 
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in the treatment of ITP would be useful and he agreed to contact Or Adrian 
Newlands with a view to setting up a discussion/seminar on this issue. Or 
Cuthbertson noted that some recipients of IV tgG in Or Crawford's report had 
subsecuently died and asked if these shoula be reported as adverse reactions 
(Yel'_ow Carl) to DHSS. Dr Crawford indicated that such notifjcstions were 
the responsi®fifty of the prescribing clinician and from his investigations 
he had sa:®sfactorily concluded (with the agreement of the clinicians 
involved) that these deaths were unas5Oc-,ataad with the course of [V IgG. 
The grsuo endorsed these conclusions. 

[°PTRAVFVOUS 'GG ( EASL!S ) 

w9-

Or Crawford referred to a re.ort on a
[25,0o0 [U) vs [V [gG (125,000 IU) 
proceeding sat:.sfactorfly. However, 
enrolment into the study was such that 

mort,idity has been seen as yet in aithe 

study concerning IM hign dose IgG 

and confirmed that the study was 

it was now clear that the rate of 
the study would last 3 years. No 

the control (IM) group or IV group. 

it was agreed that Or Crawford would attempt to obtain data on Measles 

moroidity in children with malignant disease from other areas of the UK who 

are receiving no propnylaxis since it is possible that the trial has 

coincided with a Low level of National Measles incidents. 

5. NTRAVE1OUS_ EGG _(CMV ) - (RE4AL TRIAL) 

Ors Yea and Cuthbertson reported that this trial' had now been concluded. A 

total of 33 patients had been enrolled into the trial and Or Yap will be 

analysing the availaole data from the trial in the New Year. tt was noted 

that the trial was unlikely to provide useful information on the therapeutic 
role of CMV in renal transplantation. However, it was noted that there 

probaoly now existed a large amount of data from 'uncontrolled' 

administration of cmv :gG and Or Yao would attempt to collate this 

information, 

6. IMTRAVE4OUS EGG (CMV) - r9MT PROPHYLACTIC TEAL) 

This trial was initiated in August 1985 is on going.. So far 33 patients 

have been recruited of which 20 have reached the 6 month stage in the 

protocol. However, it was noted that the uptake rate is slower than 
anticipated. It was hoped therefore that an expansion of participating 

ew. 
centres could be achieved.

Plasma and product supplies are adequate to support the trial and it was 
noted that PFC was fractionating plasma from 3PL to meet the English demand 
for ad hoc issues outwith the trial (Hammersmith). 

Or Jane Apperley is co-ordinating the triaL until June 1937. Thereafter 
alternative arrangements will be necessary to ensure proper trial co-
ordination and surveillance. 

Or Yap reported that Sheila Polakoff had indicated that there had been no 

outbreaks of Hepatitis A and she had not therefore been able to carry out 

this study. The material had been administered to a few people however but 
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there had been no follow-up. 

Dr Cuthbertson advised that this materia® expired in ,April 1981 and it was 
therefore agreed that the material snouLO be returned to RFC pending a 
decision on now best to utilise this outdated material, 

t uas agr?ad that this product would no Langer be evaluated in a cLinicaL 
trial. 

t. SPFS BURNS SOLUT?ON 

Or Cash reported that he had written to Or Anne Sutherland but to date had 
not received a response. To date there has been no report on tne multi-
centred trial of this product. 

Or Cash agreed to contact Or Settle (Wakefield) to establish if there was 
any merit in further pursuing this study. 

9. FVttt t 9) MEAT TREATED 15 C172 MRS 

Or Perry reported that this product was now available for half-life and 
recovery studies in Edinburgh, Glasgow and Northern Ireland prior to its 
introduct'_on into routine use. Or 9oulton is co-ordinating this study, the 
results of which will be used for application for Licence variation. 

IO. L!AFL!TS ANO ;UrDANCF NOT!, 

The Leaflet Working Party iLWP) have proposed that there are occasions on 

which it -a necessary and useful to provide information leaflets and 

guidance notes for products entering clinical trials (eg CMV [gG) and non -

licencad products. 

It was agreed that this was an important and appropriate part of the LWP 

remit and that such guidance notes should be drafted and discussed by 

Directors as appropriate. RTO's could then use such guidance notes at their 
discretion within their own regions. 

11 . i rntrav`nnvs Rubella t'G 

Whilst there may be a need for such a product ;proposed by Or 
Crawford) to achieve high and efficacious levels of circulatory 

antibody, it was• generally agreed that the studies necessary to 
evaluate such a product in either male, non-immune volunteers or 

otherwise healthy pregnant mothers was likely to be unethical at the 
present time. Or Crawford also confirmed that the prophylactic 

failure rate using the existing IM product was very low. 

It was agreed that the group would review the need and possibility of 
such a product and associated studies at the next meeting. 

11.2 Heat Treated [y IcG 

Or Yap confirmed that ethical approval had been given for such a 
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