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NOTZ QF GCLINTCAL TRIAL QEVIEW MECTING HELD ON MONDAY 1 DECSMBER 1985

— —

frasent: OJr I Perry !(Chalrmani -
Or R Crawrord - H
Jr 3 Cutnpertsan e e
or 7 L Yap A
or 2 D Casm . TrEmrm mosmseaa tm————
M1s3 [ McXinney (Mlnutes)

Or Perry indicataed that the meetlng had bHeen set upP 3§ an aanual aveat wilh
the Lntantion of reviewing "he status, results and future of clinmical trials

sponsorad By SNBTS in respect of PFL products. The membership of the group
would be flexible, reflecting the type of trial in progress ar planned and
the SNBTS cansultant co-ordinating the trial. However, the core memdership

would be drs Perry, Cuthpertson and Cash, the latter acting specifically in
his capacity as ex officio medical advisor to PFC,

[t was subsequently agreed that the group would, in due course, address
regulatory aspec%s aof clinical trials and in compliance wifinh procedures for

iniziating and co-ordinating trials.

2. INTRAVENOUS TGG IN) TN HYSNGAMMAGLOBUL INAEMTA

2.1 The opresent [V Ig6 product is sucrose stapilisad and accordingly is a
variation on the graduct for which a araduct lLicence has Been grantad,
Or Cuthbertson advised that the new product nad now been Ffully
avaluated By 0Or Yap and the variation agplication would e submitted
nefore Chrisemas. The variation would also include minor modifications

ta the product leaflar. [t was noted =hat the licence was conditional
on caontinulng patient follow-up and generation of virus inactivation
data.

It was agreed that the product was in a post-marketing surveillance
period anda therefore it was appropriate that Or Yap should continue to
monitor and follow-up all hypogammaglonulinaemlia patlents receiving the
produc: on the understanding @wat such continued follaow-up cauld be
reduced to a care group of §~12 patients. Or Yap indicated that he had
a23taolished a patient serum library for future (and as yet
unidentified] studies particularly with respect to viral safety.

Or Yap et al will be submitting a paper %o the Scottish Meagical Journal
im aQue course concerning clinical experience to dats of tne PFC
product.

The need foar on-going patient surveillance {(co-ordinated by Or VYap!
would be reviewed in one yaar's time.

It was agreed that the SNBTS would continue to support the treatment of

a small cohort of hypegamma patients in England since they formed an
important component of the post-marketing surveillance exercise.
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Or Yap confirmed that wnile there had gesn patient deaths within the
hygegamma condrt undéer shudy, these ware related ta malignant diseszse
er ather factars wunralated o [V IgG. The unresponsivensss of
3inausstis ba IV lga iNecagy remalns an LmaorTant  arsaz  For fuLurs
climical studrles.

()

.2 Rplw af IV g Traatment ur MIV Raginiun I3eisnsy

Or Yap regorted that 2 infants in the Sdinburgh arga and Beth born

X
HiY gositive motihers nad bteen hreated with [V IgG. There i35
arziiminary evidencg nhat the first infant fas responged o treatmenc,

3
che Clurse of Lrasacment for the sacong infant tas only Just commancad,

0r Yao further vregerzad that he was planning, sudlect to funding
(SHHO), 3 double w@ling glacedbe goentrolled krial ¢Ff [V [gG far the
progayiaxis ef AIQS or ARC in infanns 2orn o WiV pasitive mathars.
Etpiczl approval For this trial has alr2ady deen recelved and would be
canductad as & sollaborative study with the [nfectiocus Diseases Unit
ang tha University aof Edinburgn.

8r Psrry undertoex '3 find gut 1f 3 foczors and Gentists Exemptlion
Cerrificate was reguired for this study.

3. INTRIAYENOUS TGG FOR THE TREATMENY QF TP

Or Perry confirmed sthat the PFC product was not licenced for this
application ang at the present oime all product issues were on & named
panient Dasls, co-ordinatsg by 0r Crawfard For the purpose of fallow-up and
gn~gaing 3valuation of producs safany.

0r frawford gra2sented extensive data on the udse af the RPFC pragucs for ITP
and other diseases. The data included adverse reactions, virelogical safely
daca. Ta date 8¢ patients had bBeen followed-up. it was noted Lhat
anecdotal reporis of hair less following high dose treaiment with [V [gf had
not  been uneguivocally related to [V Ig& therapy. {t was agraed that Lhe
susstantive report submittad by Or Crawford would serve as an  excellent
Basls for Licence variascion to permit tne yse of PFL [Y Igg for [TP 2amd it
was thereforg agread thabt:

{a} Bry ferry, dquthoertscen and Crawford should review the document with 2
wiew Lo iLts submiszsion in support of 3 licence varlation.

{& The variation should, ar thls time. only relate tao [TR,

el 8r Crawfard should arrasnge ty provide graghical or tavulated data for
sush measurements as platelet counts for esch patlent s3% pary oF  Lne
clLinical submission,

{dl rg Crawford, Yap and Cuthoertsen should redraft Bhe groduct lnsers
leaflet to veflect tRe use af IV [gf far ITP. {8 was nated that thg
Sandeglobuli and Gammalmmune leadlats would zerve 23 useful models
for EhALs purpose.

Or Cash suggested that further discusgion gn the role of I¥ Ig6 angd Anti-0
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in  the treatment of [TP would be useful and he agreed to contact Or Adrian
Newlands with a view Lo setting up a discussion/seminar on this issue. or
Cuthpertsan noted that some recipients of IV {gG Ln Or Crawford's regart had
subseguently died and asked if these should he reported as adverse reactions
{yellow c¢ard) to OHSS. Or Crawford indlcatad that such notificatians wera
the responsibililty of the prescribing clinician and from his ifavestigations
he had satisfaccorily concludeg (wLih the agreement of the clinilcians
iavolved) that these deatnhs were unassocuatad with the course of [V [gG.
The group 2ndorsed these canclusions.

b INTRAVENQUS TGG (MEASLES!

Or rawfard referred to 3 regsort on 3 study cancerning IM hign dose Igé
{25,000 [U) wvws [V IgG (125,000 IU) and confirmed that the study was
procesding satisfactorily. However, Lt was now Clear that the rite of
earolment into the study was such that the study would last 3 years. No
moraldity nas heen seen as yeu im elther the cantral (IM) group er IV grous.

[t was agreed that 0Or Crawford would attempt to obtain data on Measles
moraidity in chlildren with malignant gisease fram other areas of the UX who
are receiving no propaylaxis since it is possible that the trial has
coincided with a low level of National Measlas incidents.

5. NTRAVEN MY] = [RENAL TRIAL
Ors Yap and Cythbertson recorted that this trial had now been concluded. A
toral of 1) patients had been enrolled Lnta the trial and Or Yap wil be
anmalysing tne available data from the trial im the New Year. [t was noted
that the trial was unlikely to provide useful informatiaon on the therapeutic
role of CMV in renal transplantatiaon. However, Lt was notad that there
probably now axisted a large amount of data from “yncantrolled”
administration of CMV Ig6 ang Or Yao would attempt to collata this
information.

8. INTRAVENQUS 1GG (CMV) - [8MT 3RQPHYLACTTC TRTAL)

This trial was initiated in August 198% is on golng.e® So far 33 patients
nave Been rvecrulited of which 20 have reached the & month stage in the
protocal. However, it was notad that the uptake rate is slower than
anticipacead. [t was hoped therefors that an expansion of participating
centres could he achieved.

Plasma and product supplies are adeqguatz to support the trial and it  was
noted that PFC was fractionating plasma from 3PL to meet the Englisn demand
for ad hoc 1lssues outwith the trial (Hammersmi;n).'

Ov Jane Apperley is co-ordinating the trial until June 1987, Theraafter
alternative arrangements will Dde necessary tc ensure proper rial <¢o-
ordination and surveillance.

7. g T-HESATYIT A
Or Yap reported that Sheila Polakoff nhad indicated that there had been no

qutbreaks 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 dut
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ther2 had been ng follow-up.

Dr Cuthbertson advised that this material zxpired inm April 1287 and it was
therefore agreea that the material shoulda be returned to PFC pending a
decisian on nhow PDest %a utilise this outdatad material.

t was agreed that this product would no longer be evaluated in a clinical

8. SPOS BURNS SOLUTTION

Or <Cash reportad that he nad written te 0Or Anne Sutherland but to cate had
nat recelved 3 rasponse. Ta date thers has been no report on the multl-
centred trial of this producst.

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

3. EVI T _TREATED 75°% CJ7

Dr Perry reported that this product was now available for half-life and
recovery studies 1i1n Edinburgh, Glasgow and Northern Ireland prior ta 1its
introduction into routine use. Or 8oulton is co-ordimating this study, the
results of wnich will be used for application for licence variaticn.

1Q. = 12 SUTHANCE NOT®

The Leaflet Working Party [(LWP! have praposed that there are occasions on
wnich it is necessary and useful to provide information leaflets and
guidance notes for products antering climical trials (eg CMV [g6) and non-
licenced products.

It was agreed that thls was an important and agpropriate part of the LWP
remit and that g3uch guidance notes should be draftead anad discussed by
Directors as approgriata. RT0's could then use such guidance notes at their
discretion within their own regians.

11, I3 FUT T Y

f1.1 Intzaven Rubella T

Whilst there may be a need for such a product (propesed by Or
Crawford) to achieve nigh and efficacicus levels of circulatory
antiody, it was- generally agreed that the studies necessary Lo
evalyats such a1 product in either male, non-immune voluntsers or
atherwise healthy pregnant mathers was likely to be unethical at the
presant time. 0r Crawford alsoc 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 assoclated studies at the next meeting.

11.2 Heat Treated iV 1g6

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