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. XOT POR PUBLICATION ARVI 86/18t Meeting

COMMITTEE ON SAFETY OF MEDICINES
JOINT COMMITIERE ON VACCINATION AND IMMUKISATICR
JOIN? SUB-COMMITTEE ON ADVERSE REACTIONS TO VACCINES AND IMMUNCEOGICAL PRODUCTS

MINUTES (F THE MEETING HELD N 1 FEERUARY 1986
' --‘ll’ra'sent: Professor B W Gilliatt {Chairman) -

Dr P E M Fine
Professer D Hull

I;’ C L ¥Miller
IDr D Reld ST T
Dr B J Wallacg ~osa-w-inw »nas®

o Tenthle ___m%era that the proceedings, papers and .-
informatije before them Were confidential and should not be disclosed,
He told members that Dr Mary Juncan had retired and that the Committee
would wish to record thanks te Dr Dunean for -the servicea that she had
provided for the Bub-Committee. He said that Dr Duncan had been replaced
by Dr Jenkins who was not able to attend the neeting and he therefore
welcomed Dr Mary Clen-Boit who was attending in his place. The
Chairman said that Dr Norman Neah of the Commmmicable Diseans Surveillance
Centre (CDSC) of the Publio Bealth Laboratory Service (PHLE} would be
attending for the item concerning surveillance of adverae reactions to the
nev whooping cougk vaccine,
2. Apologies for absence ST

Apologien were received fxom Sir Johnm Badevoch, Frofeasor Bapstvals,
~Professor Lloyd, Professor Miller ang Ir J WE Baith.

Dr Zuatshi was also zbsent dus to iliness, and the Sub~Committee wished 0
send him théir best wishes. ’ : '




3. Minutes of the meeting held on 4 October 1985

Following some minor amendments, and corrections of a numder of
typogruphical exrors, the Cheairman signed the minmtes as a true
record of the meeting.

4. Matters arising from the minutes

Them 4.1 BCG Immmmnigation and Oeteomyelitis
Letter fm“

The Committoe revieved NUNIUINENENS cata from the MREC
Burvey of Tuberculosis carried cut in 1983; in thie

there were 11 cases where a vaccination higtory was nown,
Hone of the cases suggested BCGC as a causative factor,

but it was noted that there were no comparable data for
children given ECG in infancy.

It was agreed to ask JENSIGEERr:{ there could de an
on-going surveillance of necmatal children for the -
presence of osteitis and thet this suvbjeet shonld go
before the next mesting of the BCG Vacoination

Sob=-Commities.

Itm .1 ARVI's comments on Mrs Fox's paper
"yhooping cough disease, wvaccination,
¥accine danage" '

deprecated the use of the term 'brain damage’
which the public might coneider ax a permanent entity.
The public may net alsc understand the significance of
febrile convulsions. After discussion it was agresed that
a cautious but courteous reply should be sent to TN

The Chairman suggested that the points on page 2 of NN,

regponse should be arewered by reference to

paper shich included information on all capes of encephalitis

following matural pertussis. This paper was to be published
in ths proceedings of a Symposium on Wheoping Cough held in
Genava in 1984. This response was agreed.

Ttem 5.2 Deaths of Scotiich twins temporally associated
with DPT immunisation, report from the
Socttish Home and Health Depariment

SRR confirmed that these twins were not identiczl.

M(86)1

ABVI(86)2



: R
The Sub-Committes diacussed two sets of comments on the
DESS paper (received at its previous meeting) csloulating
the likelihood of a chance amsociastion betweenm DPT and
the Sudden Infent Death Syndrome (SIDS). It was not felt
that further stodies were reguired st prasent, :
particularly in the light of NS paper, which
indicated that the DHSS calculations wers of the correct
order of magnitude in apite of ithe apsumptions which had
been made in the course of the caloulations. It was alsors g
agreed thak:the whole:wiibject of DPT and SIDS would be
reviewed by ithe Commities wher the final report of the
American case ccatrol Study became available. : '

. Wa,_-u&w‘#h{‘%‘

»r

the onset of acut nmlggical illness=

Ty s tated that this peper, which had besn prepared by '
SRR, concluded that severe scute neurological
iliness was no more likely to be associated with plain DPT
vaccine given within 28 days of onset of the illness than with
adscrbed vacoine. The meeting noted this fact but also
observed that according to papers published by Pollock et al
ani othere that local reactiomns, eg crying, screaming and fever
were more likely to be observed after immmieation with plain
viccine than with adsorbed vaceine; this emphasised the
non=neurolpogical nature of soreaming. The Sub-Committee
ﬁum’ 2 S measures should be Béken tosiiitie that
héalth authorities used adsorbed vaccines' in preference to
Plain vaccines, : N R R

6. Who Co Yaceine ' . T el

6.1 Pextussis veccine imjury - AMA PANGL Report, ARVI(86)7

JAMA 1985: vol 254: pages 3083~3084

The Sub-Committee noted the Panel Repoxrt published in

the Journal of the American Medical Association and suggested
inviting @ repressntative from the Centexrs for Digease
Control to a future meeting. This expert might be able ta
Place this Panel Report ir context,

6.2 Hist vulsions and the use of pertussi ARVI(86)8
vacoine, Harrigon C Stetlex et ail, '
Journal of Paedistriocs 1965; wvol 107: pages 175-179

The Chairman said that thias draft paper had already been
seen by ARVI and commented upop in the minutes of the
meeting of June 1984 (ARVI 84/20).  NNEEEEENNRGssid

there vas a low incidence of pertussis in the United States,
therefore it was possible to delay pariussis vaccination in
children with a history of convulsions so that vaccinmtion
cm&d bs ﬁgo%:iggm 1:.&1;@% ga‘fhﬂm reported that this
matter w gcuaped a une Meeting

BPA/JOVI Iiaiscn Group. 5 of the Joint




6.3 DPT vacoinatiop, vieit to Child Health Cantre and ARVI(85)9
-~ BIDS. Solverg I X, Oslo Health Councii 1985

A rcported that this small study indicated that there
waa no svidence of asscciation of SIDS with DPP vascinaticon.

6.4 Resporze of &E@ ws to diphtheria/tetanus/ ARVI{86)10

Rextuseds immmization immmization
bs J

dheedtasrioa, vol 10

_sa.id that this paper confirmed the view of &
previous paper presented to the JCVI by

that prematurity was not a contra-indication to commencing
the basic immunissilon programme at the usual date,

. TR roported that 1t was propomed to publish e
letter to this effect. VNGRS cbserved from the
paper quoted that the level of antibodies to pertusmis
received by newborn children from thelr mothers wes weak
and that in pre-term infants ther=s was a poorex response
to the first inject:.cn of whaoping couah vaccme. -oa

Aot 5 o ""’-:é =S iy
- - N _.... . e - ) R

6. 5 P_Log;egs report of work on the improved whooggg ARVI(86}11

cough vaccine

@b—comit'kee of the CDVIP of the MRC

The Chairman welcomed=ANSENNENNNEE. of CDSC who was $0
‘gpesk to the second part of thig ftem. PFiret he invited

TRGEE o inform the members of the progress so far of work
undertaken by the Whooping Cough Vaccine Sub~-Committee.

W rcported that the Sub-Commitise had met on several
occasions to discuss preliminary work, these were:

(a) Developing a serological tast which would ::eliably
demonatrate immmity to infection with

Bordetella pertussis either derived from the natural
disease or fm vaccination,

.(v) 'Faccmes; at the memerit five component vaccines
vare availskle or in course of preparation. These
comprised a US vacoine which was derived from the
Jepanese vaccine (originally reported on), &
Canadian vaceine produced by the Cormanght
laboratories, a vaccine developed by CAME at Porton
(it was hoped to test this vaccine on adults soon
for toxioity), together with s French vacoine
manufectured by Merieux and a vaccine proposed by a
panufacturer in this commtry,

P e £



(o) Surveillance of any new vaccines which might

be introduced for adverse reactions. In discussion
it appeared that it might be &ifficult to set up full
clinical trials for any new whooping cough vaccine or
vaccines in time for the peak of the current epidemic.

6.5.1

digorders in infancy and their relationship to
pertuasis vaccine

The Chairman invited MR, to speak to the paper
produced on this subject.

SENREN;, reporting on behalf of the Sub-—Group of the

Pertuseis Sub-Uoamittes of the MRC, CDVIP, miated that

there would be a time of twansition in the early years

of introduction of any new whooping cough wvaceine or

vasdiness this could comprise at least two years of

overlap between use of the cu¥reni‘vaocine aud a new

component vaccine. He obeerved that it misghi not be

pogsible to institute controlled field trials in time _
for the pesk of the present epidemic of whooping cough snd that
it might be necessary to ewait the next epidemic, whose pesk
was expected in 1904 It was considered wnreasonable.

to ask paediatricians to report for a period of six yeara.
MR caid that the surveillance would cover England,

Wales and Scotland and that the revised age range now was

two months to two years of age. Ii was obvioue that the A
atudy could be subject %o sererzl blsaes which T
affect resulte, A preliminary study of the hospital
activity analysis (HiA) indicated that it would be
impracticable to use this ag a source of informatiom of

adverse reactions; therefore reliance mmst be placed upon
cliniclang to report sericus adverse reactions and thia would be
.via a CDSC/BPA surveillance unit vhich was already oconducting

a study of other rare dlsessea. Yo attempt would be mede to
study serious neurological diseass ariming from pertussis

ard other infectious diseases,

" coid that there was diffiouliy in deciding whieh camen
sghould be notified to the system. Hs maid that reporting of
8l1] cases of non~gpecific encephalitis might produce toco mmech
data and that ke had in wind the reporting of cases of
unexplained loss of conaciousness or behavioural change
which could not be associated with & toxio/chemical/
neoplastic/bacteriological or viral csuse. Summmmaly ssid
that neurological signs vhich might be reported wonld
include fits lasting more than 30 minutes, come lasting j
than two hours, paralysis or other neuxological eigns la

24 houra or aliecred bebaviour lasting more than 24 hours.

It was hoped that all children seen by & consultant paediatrician
would be reperted, therefore this would irnclude not only
inpatient casee but out-patient cmes as well., The Chairmar
obmarved that this might attract larger nuxbers of reporta
the pumbers seen by the NCES,




7.

In $he enguing diecuselon it was suggested that the
atudy should de more specific with regard to information
ocnoerning cases to be reported to the study, ie should
specifically note convulsgions, loss of consclousness for
12 bours or mere and cases of parslysis. It was
mentioned that the HCES may have miszsed cases of severe
reurological disease which progressed to handicap among
children who were not adumitted to hespital. It was
suggeeted that a pilot siudy should de carried out in
specific localities and the Chairman invited
JRe to return to ARVI to report progrees.

The Chairvan said he hoped ikat all cascs vhich were
suspected {0 be aseosiated with vaccination would be
reporied on a Tellow Card Sysiem. He alsc considered
that this proposed sindy shouid be. brought %o the

notice of the Join% BPA/vaI Liaison Group.

Itmagreedmttheﬂmingofthesmdym Vvt
T4 was hopedl to report bhaok to the Parent Sub-Committee
in March and to peek grants for the study and commence
by the end of the year..

The GChairman thanked SNy for providing this
information for ARVI.

Messles Vacoine

7.1 FHLS surveillance of adverss weactions to two e EVI(86)12.
negeles Vaocines (Rimevax and Attenuvax oo

YRR »eported that some more up-to-date data had .

been obtained since thig paper wae writfen in Sepiember 1985 exnd
" resuits shoved that ‘70 per cent of children were well after

receiving Attemmvax and 61 per cent after receiving Himevax,

If children with mild general reactions were addsd t¢ those

who were apparently well then the oumbers associated with

Attenuvax were 85 per cent and those with Rimevax 80 per cent.

1.7 per cent of children hedl a mors zeavesre reaction to

Attenuvax compared with 0.7 per cent of children who received

Rimevax. Three convulsions were reported after Attemavax and

two after Rimevax.

After discussion it was agreed that there was now emsu&'!lm i

informatien to stop the study.

7.2 Suspocted a.dvem rea.ctiom to measles vacoine t ARVI(86)13 |

WS said thet this paper supplemented the AEVI paper
whick considered adverse reactions to messles vaccine up to
1981 and obmerved that about.one or two serlcus adverse
reactions were reported on Yellow Cavds each year; a
pimilaxr degrse of reporting had been found in thim paper.

<SR obcervad ihat some of thasa reactiors were unlikely
to be sssociated with nge of measlea vacoine and ware more



g.

1ikely o be temper tantrme. SEEENNNNEENsaid that in veporting
suspected adverse resciions & degree of credibility was attached to
each aspessrent. WNEMMEES went on to say that the moet important
aspeot of the preaent repori was 11 ocases of aarly onpet reactions

to measles wmccine, nearly all of these were ssscciated with i
Rimevax and oould be due to the dextran content of ths vacoinei®.

BCG and keloid scers
Item 8.1 . ARVI(86)14

The Sub-Conmittee had received a letter from WiNENEMED acking if
ARVI would reconsidexr ite previous reccmmendation that there
should be soms monitoring of keloid scars after BCG. TGN

made the point that there ware some new data from ﬁ

geen at the BOG Sub-Committes om 7 FPebruary 1985 (Ref: JOVI(BOG)(85)1)
ghowing that in the MRC tuberoulosie vaecines clinical trial the
incidence of unaightly scars or keloid was apmroximately 0.25 per cent;
the subjects concerned were examined two to sevem yeard altex
vaccivation, Waile ARVI did not bave this information whem compiling
its report on adverse reactions to BCG, it peems that the MRC trial
vas carried out in- the 19508 and that a case conld be made for
obtaining more up~to-date infarmation.

Ttem 8.2
A letter wag received from SENEEUURINERERRY: ccncerning the

problen of delayed or long-continued ulceraiion after B30G. The
point was made that her surveillance of school children cvuld TR

' not easily be adapted to provide this information, However, ARVI

mewmbers were cencerned that reports of delayed or lomg-centinued
ulceration did come up on Yellow Cards, yet we had no idea of their
frequency. Furthermore, the PHLS Siudy was concerned with school-
children and there was mo dais at all for those vaccinated in infancy.

In Telation to both prolenged uleeration and kelold formatlon, ARVI
accepted that extended surveillance to include these could net be
carrisd out without extra staff and resources, tut it was still felt
that if the use of BOG in infante wae to be continued, some monitering
of 1ts effeots was required. With regard to late or prolonged
uloeration in school childrer, TEER thought that she night be
able to arrange for some of the large ulcers encountered in her
present study %o be folloved; while not mecessarily leading to

an incidence figure for late ulceration, this would give some idea
of its likelikood in those who developed large ulcers within three
monthe. -
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N reported these reactionss

(1) - Buspected adverse reactions to DPT vacoine with or

without OFV -

Ninety such adverse reactions have been registered during
the period. These included eix patients with comvulsions,
one a patienfwith .abpormal fever following wvacoination
ard one patient with apparent cerebrzl irritabllity; in
addifNdons Wot deaths were reported.
Sl T S A
(1) cCase No. 154043 A three-month old boy who aftier
his firat dese of Trivax AD and OFV on 47 September 1985
wae found dead 12 hours affer immunisation. He wae known
to be alive 16 hours after vaccination. The resnits of
the post-mortem are awaited.

{i1) Case No. 154080 A thres month old girl who received

her first dose of Trivax and OFV on the 19 September 1985 and
was found deed on the night of 21/22 SBeptembar 1985, No initial
adverse reaction to vaccination was reported a.mi the

cauese of death vas stated 28 SIBS

T -II - e ek

~ IEmemge reported that in addition to these two cases there had
Veen four more deaths of children in assceintion with ‘bhe )

admintastration of IPY vaseine.

(:I.i:l.) A six-month old girl who was immunized with Trivax
AD and OFY on 2B November 1985 was found dead the
following morning face~dowm In the cot.

{(iv) 4in t1-montbh old child who had severe nong\enital
heart digeage and sbsence of a spleen received a third
dose of DFT on 21 November 1985. The chrild had epparently
bad {two previcus dosep. of IRT.without untoward effacts.
The ohkild remained irrita.?:la and nigely for the next
24 hours but slept and fed normally, Tweniy-seven hours
affer the injeotion the ohiid bhecame very hot, had a
temperature of 100 oEF and during the next couple of hours
the temperature continued to rise %o 104°F Apart from
Imown abnormaiities post-mortsm revaaled a white cell
count of 27,000 cells per cubic mm although dlocd cultures
- were negative. HNeverthelese, death wasg congidered %o be dus

%0 an overwhelming infectim.

(v) 4 four-month old g:.rl who was given her first dose of
triple vaccine on T Janwary 19856 died two hours later and
subsequent autopsy revealed no significant findings.
Thic cese was reported as SIDS,




{vi} A4 healthy infent boy who received a dose of Trivax
on 14 January 1986 and was fourd deed at 6.00am on

15 January. On the previous day he had received a dose
of 0PV, The results of aulopsy are awaited.

In the ensuing discussion it was agreed that timing in
pelation to death and time of wvececination wam oritical.
SN 2creed to summarise thess deaths which had occwazed
during this period and the previocus pericd and these

reports would be received by the JCVI ard no doubt would be
considered again by ARVI.

(2) There bad been three veports of suspected adverse reaction'
to monovalent pertussis vaseine and three reports of wuspected
adverse reaction to 0PV. Nons of theee were particularly sexious.

{3) witn Tegard to suspected adveree reactions to d;.ph'bheria/
tetanue vaccine given with or without OFV, during the pexricd
26 reports had been registered, 15 of which were injection
gite reactions associated with booster doses. Details of twe
patients who suffered convalzions were also reported.

Seventy-two sugpected adverse reactions to tetanme vaccine were registered.
These included reports of batches of reactions from adjacent

schools and it was considered possible that injection tecknigue my

have been responsible for thess reactions. There was alsc & repox® .

No. 153687 of a H7=year old woman who affer a dose of tetanus

tox0id and OPV developed diarrhcea and subsequently developed arthralgia.

(4) Suspected adverse reactiops to measles vaccine

 Eighteen reports were recsived during the poriod which inecluded
six reporta of convulsiona, together with two reports of
snaphylsctoid-type reactions and ane report of a rapld onset
reacticn, Thé Chaimman msked that all reporte of rapld onset
reactions to measles vaccine be comsolidated in a single report.

(5) Suspected adverse reactions to rubells vaccipe

Two reporis had been wecelved and registered, both of these
we:r:e fairly minox :cesctiona.

{€) Cne roport of a mntian to BOG vaccine had been zeceived.

{7) Pourteen suspected adverse reactions %o influenza vacoine
were registered, most of the more sericus raactiona hat ooccurred
. in petients whe were already ill.

(&) - There were eight reports in respect of typhoid vaccine

and cholera vaccine, either adminisiered separately or

giztltaneously., Thres of these consiefed of rigors esacciated

vith fever. Ome waz of erythema oultiforme, one was a patient

whko developed severe muscle pain, cccipital headache, bronchospasm
and eyapopis and the remaining rescticna were a mild allergic response
together with two zeporte of injection site reactions, '

9



(9) There were nine reports of suspected adverse reactions to
housenite dust desensitising agents, These compriped: +wo of
bronchespasm, one of urticaria, two of bronchospas:m and

uwrticaria, cne of purpurs, one injsotion gite disorder amnd two

of avaphylaris.

(10) Thers were nine reports of suspected adveras reactions to
grass pollen vacoines,

- LT TR iy ]
(£) 152088 & report of fatal acute anaphylaxis following
the last of three injecticns for hay fever.

(1) 151259 A raport of poseible attack of petit mal
foliowing the first monthly maintenance doge of alavac-8.

(i1i) There were two reports of injection eite reaotions,
two of bronchospasm, one of wrticarie, one of palpitetions,
dizzinese and gweating and one of apnoes, raeh, parasthesiae
and paresis two hours alier receiving & ninth injection of an
initial covrse. _

(11) Suspected adverse reaction to tuberculin PFD

A 25-year old womsn developed a brisk reaction after an intradermal
injection ef 1 s 10,000 tuberculin FPD. The reaction consisted of
walaise, anorexia, vomiting, &iarrhoea and fever. She subseguently
developed & delayed ekin reaction, Tuberculous cervical
lymphedenopathy was subsequently confirmed in this patient.

(12) Suspected adverss reaciions to hepatitis vaceins

Thres reports have been received:

(i) 154433 A 37-year old man who five days after his
second dose of hepatitis B vaccine developed symptome and
eigns of & right brechial peuritis which persisted fox
five weeks. He had suffered a similar episcde of
right-eided brachiel neuritis im 1978 for which no cause
wag found.

(11) Two reports of injection site remctions.

10, Cholera and Pyphoid Vaccines

Demages for strcke after cholers sud iyphoid mc.inétig ARVI(86)17
iancet 1985, vol 2 : page 1372 _

It was decided to defer considerstion of this item to the next meeting.

10



NOT FOR PUBLICATION ' ARVI 86/2nd Meeting

COMMERCIAL IN CONFIDENGE
COMMITTEE ON SAFETY OF MEDICINES
JOIRT COMMITTEE ON VACCINATION AND IMMUNISATION

JOINT SUE=COMMITTEE ON ADVERSE REACTIONS TO VACCINES AND IMMIUNOLOGTCAL PRODUCTS
Minutes of the meeting held on 6 June 1986 in Room 1611/12, Market Towers.

Prasent: Professor R W Gflliare {Chairman}
Sir John Badenoch : el
Dr A 1. Bussey “"Mw '

DrPEHFine{,_ M%gi _'
Professor D Hulk

Or B M McGufnness

De C L Miltler

Professor D 1L Miller

Dr D Reid

Dr 5 J Wallace

DHSS

Dr J Barnes

Ir J R B Berrie

Dr ¥ Rotblat

Mr K L Fewler (Secretary)
Mr J P Digings

Centers for Disease Comtrol, Atianta, Georgia, USA

Dr W A Orenstein

1. Confidentiality and announcements

" The Chairman reminded nembers that the prcceedings; papers and lnformation before
them were confidential and shoyld not be disclosed, He welcomed Dr Orengtein frop
the Centers for Disease Control, Atlamtz and Dr Rothlat, to the neeting.

2. Apolggles for absence

Apologies were received from Professor Lloyd and Dr J W G Smith.
3+ Minutes of the meetfng held on 7 Pebruary 1986

Ttem 5. DTP vaccine glven to c¢hildren in the National Childhood
Encephalopathy study within 38 days before the omaet of acute

neurological illness .

It was suggested that the last sentence ba awended to read:

“The Sub~Committee suggested that measures should
be taken to ensure that health authorities use
adsorbed vaccines in preference to Plain vaceines.™
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Ttem 6.4 Response of pre—term infants to diphtheria/tetanus/
pertussis immunisation~Barn et al, . Journal of Paediatrics
—— ST :

Yol 107; pages 184-138 _ _ JREUEIeS

It was suggested that the last sentence of this be delereq.

T
. Item 6.5.1 Proposal for the surveilliance of gkverewne&¥510 ical
disorders in infancy and their relationship fo pertussis vaccine
LA

Second paragraph, line 11 - delete '1988" and replace by '1390°'.

Apart from typographical amendments, the winutes were agreed and were signed by the
Chairman as a true record of the meeking.

4. Matters arising

4.1 1tam S Suspected adverse reactions assoclated with diphtheria/
Pertussis/tetanus vaccine and with Trivax and Trivax AD

iy, COMBEDL. Ofty this paper which had been :
submitted to the February meetin an he was uafortunately not sble fo attend.
It wae agreed that this Paper would be reconsideved at g subseguent meeting.
B v AN .
4.2 Item 8 BCG and kelotd scars

said that he wished to

reported thet the BCG Sub-Committee were writiang to plastic
surgeons about scars. She algo teported that she was following up children with
large ulcers encountered in her present study; so far there have been none with
progressive enlargement of the ulcer or with continulug discharge after three
months. L R ] _ -

4.3 Ttem 10 Cholers and typhcid'vaccines

=N
It was agreed to defer consideration of this paper until the subsequent mecting.

6.4 Item 5.1 Response EM ARVI(86)19

The cofres;;ondence with MEEE~vaq notad.

4.5 1tem 5.3 Sudden Infant Death Syndrome (SIDS) in relatien to the
administration of DPT vaceine

TR et

§,5.1 Infén; deaths associazted with vgecination ~ ) ARVI(BG}ZO

v ﬂ%ﬁfy —
Paper by the Department

The Sub~Committee reviewed a paper from the Department giving 2z seasonal
incidence of reported SIDS between December 1984 and May 1986, as well as
the interval hetween vaceination and dsath. made the point
that 1t was useful to koow the date of the Yellow Card report as well as
the date of the incident. This enabled one to tell whether the reports
were being received 25 a result of publiclty or whether they were part of a
steady background rate of reporting.




!

The Cheirman reminded the meeting that the Departmental statisciecal papar
consgidered at the last meetlng suggested an incldence of SIDS oceurring

_f;?/ dhents’ within 24 hours of vaccinationm as belng about four to six cases a yaar.

"SEEENPe had agreed that in splte of the constrdints of such a caleulatien -

L?f— this estimate was I the correct order of magnitude. It was agreed to look
at this subjeet again whan the US studies were published. He invited
RS speak on the American study on SIDS. VPN, s:id
thet with regard to the NIH study by Boffman et al, thiec had been completed
and submitted to ‘Paedfatricd. The Journal had asked TR 2nd
others at CDC to comment on the paper and they had asked for some changes.
He sgreed that the results showed vaccination to be slightly less common in
the. SIDS group than in controls, aend that while the study excluded
vaccination a8 2 common causge of SIDS, 1t d4d not exelude a rare but real
assoclatfion. He added that Amerlcan bodles representing councerned parents
were also making criticisms of the study; one of them was that by 1its
definition of SIDS the study excluded "toxie deathe™ im which children
daveloped 3 vaccine-related illness and then died. For this reason, CBC is
looking at all deaths, not merely SIDS.

4.5.2 Iomunisation and SIDS ~ Summary of agpaper. by i ARVI(86)21
[

The meeting noted this abstract and the Chairman asked MR to cbtain
the complete péfefFogether with $4é workg dove by Emery at Sheffield.
Professor. Hull observed that these were unexpected deaths which are
s1ightly different from SIDS as usually defineds R

4.8 Poliovaccine for families of immuno~supprassed pal:ienhs

At the end of matters arising (NEEEENENEERNN :2ised the question of the use
of live and killed poliomyslitils vaceline in families in which there was an

imwnune—deficient or immuno—supprassed child. She ‘had raised this matter at =a
rrevious meeting and was now zsking what had happene_d- The Chairman agreed to
raise this matter with the Joint BPA/JCVI Working Group.

AMA Panel Report: en Pertussis VaccinesInjury (JAMA 1985 Vol 254, pages 3083 ~

J088)

3.1 SN 1d that this report had ‘been prepared in a form which might

be helpful to Comgress when considering ,# possible compensation for vacaine
injury. The report {dentified severs irrevaersible vaceine reactione and the
eriteria for attributing such reactions to DPT vaccine and, second, severe
reversible DPT reactions. The report used the known relative risk of the
vaccine to estimate the probability that an event was caused by the vaccine.
Pl then gave the Committee the basis of some of the numerical
calculations in the report.

5.2 Encephalopathy

Th& e FTnitFoH*85 this condition was a -very conservative. interpretation of the
RCES but with an onset within 72 hours. The report used the NCES sstimat{ion of
relative rieck of J:1, it wae estimated thet one third of such cases have

- permenent handicap one year from their onset (as derived from the NCES).



#+3 Complex ¥ebrile Convulsions

These were defined as being of more tham 10 minuteg duration, or repetitiva ovey
24 hours, or of a focal nature. In such cases convulsions ars thought ro be due

to fever and there {s no other demonstrable cause. Vaecine could cauge such
seizures and it was helieved that 10 per cent of such complex seizures could

result in permanent handicap (there was no.§u£a=anee-ee Pgis but this belief was
the impression of the Panel). | Burtan gdumen.

5.4 Afebrile convulsions

To be pertussis vaccine related these seizures must develop within 72 hours of
administration in a patient with no evidence of pre—existing neurological
damage. (If such convulsione develop within 24 hours of vaccination, thep they
might be regarded as eacephalopathy.) There was uncertainty as té@hﬁgﬁ@gﬁfgp
not thege could be caused by pertussis vaceline at all. Morse than Ewo thirddde
cases are likely to have aetionlopgies qther than the vaccine.

5.5 Simple febrile convulsfons

These are defined in the report as convulsions lasting less thap 10 nimites angd
which occurred within 24 hours of the administratfon of DPT vaceine., It was the
cpinion of the Panel that the ‘probability® of simple febrile convulsions being
the result of pertussis vaceine is 100 per cent and that there would Be no
persistent sequelae. The Papel considered that if no other cause could be faund

100 per cent of these reactions were agsag{ﬁéﬁ%;fgih vacceine and thar sequelza
Weré unlikaly- {%m e &G'#"‘; “3?‘4.#‘_%

3.6 Shock and Collapse

Signs of vascular cellapse, muscular hypotonicity and urregponsivenass for 10 or
more minutes with or without Faver but without paralysis or sefzure. This
condition is not a specific pertussis vaeccine related event and has been
reported with other vaccines. It was considered that the probability was thae
the DPT could cause 100 par ceut of these reactions and that Cody et al had
reported complete recovery following these reaetions.

3.7 In the genersl discussion vhlch followed, some members of the Commitcrae
felt that the report not only acceptad the Fact that vaccine dzmage was a res]
phencmenon but implied (by the way it was written) that it wag commoner than wag
believed to be the case in the UK. It was agreed that a small Working Party
should prepare a position bpapar taking inte account recent proceedings in court

1n this country, and the AMA Panel Report.

2
WM and the Chairman agreed to serve on the Working Party. The Chairman
asked UGN o prepare a position paper relating to the Mational
Childhood Encephalopathy Study. _ asked when the final report om
the NCES was to be published.

Litigation and pertussis vaccinatien

B.1
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8. Do seizugés in children cause intellectual deteripration? ARVI{86)22
Jonas H Ellanberg, Deborah G Birtz and Karin B Nelson '
New England Journal of Medicine: Vﬁl_31h, Pages 1085-1088

The Chairman saild that the data for this study had been taken from a very large
cohort of echildren, the Collabbraeéxgﬂgﬁg%ggtal Project of the Wational Institute of
Neurological and Communicative Disorders ﬁ?ﬁg%;, The IQ at seven years in children
with selzures did not differ signlficantly fgo Fhose in controls matched for 1§ (as
determined at a four year assessuent), seX, race and soclo—sconomic status. The
study concluded that non—febrile seizures were not associated with a significant
change ia full-scale IQ. j _

9. Pertussig veccine and whooping cough as risk factors in ARVI(86)23
zcute neurolopical illwess and death in young children

D Miller, Jane Wadsworth, Judith Diamond and E Ross
Froceedings of the Fourth international Symposium on Pertussis
Joint IABS/WHO Meeting, Geneva, Switzerlend, 1984. :
Develop. Biol. Standard Vol &1, pages 389-394

The Chairman rematrked that this paper had been seen in draft by the Committee.

10. Frequency of trus adverse reactions to measles—mumps-rubella ARVI(8b)Z4
vaccine -
A Double-blind Placebo-controlled Trial in Twins
Heikki Peltola and Qlli P Eelnonen
The Lancet, 26 April 1986, page 939

The meating noted that vaccinstion had been carried out between the ages of 14 months
to slx years with no preliminary screening for immunity, therafore, one might expece
50 per cent of the trial population to be immune, <EEMMR pointed cut that the
zygosity of twins was not defined. 'The Committee agreed that: (1) PO should
ask qm write a short review of this paper; (2) that the authora
be asked to provide information on the hisfory of measles, rubella and zygosity in
children having reactlons except the minor ones described as nausea, vomiting and
COTYZA.

11, Summary of Epspectgd'advprsa reactions to vacciness - ARVI(86)23
Reports on Yellow Cards reglstered during the period
15 January 1986 to 12 May 1986 — Paper by the Department

ST Iatroduced this paper:

i. Suspected .adverse reactions to diphtheria, tetanus and
partugseis vaccine {DFT) given élone or with oral
poliovaceline (OPV)

During the current peried 52 adverse reactlons were reported. These {ncluded:

a. Two sudden Infant deaths Iin {1} 160227 a2 faur-month old girl whe was
given her First dose of triple vaccine om 7 January 1986, She died twe
hours later. A subsequent zutopsy revealed no sfignificant findings.

(14) 161923 a 10-menth old boy who received his third dose of DPT on

14 April 1986, and was found dead on 15 April 1986. Poet-#ortem revealad
an interstitial broncho-pneumoniz. Jeath-Jge-sttrthrted-to-33D8



D 160015 Ome case of aa seven-month old fen
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. meningitls was made. The Committes asked for moTe details about this

patlent.
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vil  Suspacted adverse reactions t¢ BCG

Iwenty—-four reactions vere reported. These facluded:

Ninetesn injection sites disorders.

viii. Suspeqted adverse reactions to influenza vaeceine
Ten reactions were repotteds These ilncluded:
a. Two reports of Guillain Barré ayndrome.
‘i. 157586 A 70 year old man who develoﬁad trangverse myelopathy, gné'
- four days after vaccinatia%}he was reported to have made only a

minimal rescovery.

ii. 157822 An 86 year old woman whe developed GBS in November
following vaccinstion in ODctoher. She 15 stzatred to be recovering.

The Committee asked what interval had occurred betwsen vaceination and
onsek of GES.

be 134706 A major £it in a 21 year old female

Nine hours after vaccination this parlent was alraady takiﬁg
anti-convileants. -

Co Encephélopathy
139686 One case of encephzlopathy in a 61 year old male patient, who

developed 1llness one week after vaccination was reported. The Committee
asked for further detzils of examination of thls patfent's CSF.

ix. Susgact&d adverse reactions to typhoid snd cholera vaceines
given singly or togathsr

There were 11 reports including one convulsion which 1s to be followed-up.

X. . Buepected adverse reactions to house mite desensitising agent
and grass pellen vaccines

Seventeen reporte were made during the period including one patient with fatal
anaphylaxis ogcurring two minutes after {njection. ¥In addition there were three

reports of anaphylacteid reactions oseurlng shortly after vacetination and two
reports of bronchespssm. The Committee suggested that a paper on the tre nt
of apaphylaxis be prepared for the next meeting. “ﬁ@@«m

12+ Any other business

SN, Jiscussed vaceination policy in relation to aymptonless HTLV-IIX
carriers. He considered that inactivated vaccisnes could be used safely. The _
possibllity that they might mske the patient's lymphocytes more susceptibdble to tha
spread of HILV-III virus was considered to be & theoretical risk only. One hundred
and thirty six children who were carriers ae a result of perinatel iafectlon had
received one or more doses of DPT and OPY without severe reactions and this was
reassuring. There was some evidence, however, that their antibody responses were




sub—normal. Therg was one case of generallsad vaccinia in 2 symptomless .
sero~pesitive army recrult after smallpox vacciunation. Dr Orenstein considered that
" the use of IPY in place of OPV would be wise in sero~positive children. Hembarsg
noted that the JCVI were due to reconsider this subject at their next meeting.

13. Date and time of pext meeting

‘The next meeting is to be held on Friday 3 October, at 11 am.

- :L;'ii“l{?'i BLT G ot i o MR
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JOINT COMMITTEE ON VACCINATIONS AND TMMUNISATION

JOINT SUB-COMMITTEE ON ADVERSE REACTIONS TO VACGINES AND TMMUNOLOGICAL PRODUCTS

Minutes of the meeting held on 3rd October 1986 in Room 1611/12, Market Towers. -

‘Present: Professor R W Gilliatt {Chairman) Ve el
Sir John.Badenoch . .
Professor Banatvala 3
Ir P EM Fine SR LT L R RS
Professor Glynn =
Professor D Hull
Professor J K Lloyd :
Dr B M McGuinness ) - - i
Dr ¢ L Miller
Profegsor D L. Miller
Pr'D Reid
Dr 3 WG Smith
Dr 8 J Wallace . . :
" e R,
DHSS .
. B IR R  %
Dr J Barnes
"Dr J R ¥ Berrie
Dr ¥ Rothlat
Dr 8 Wood _
Mr-X I, Fowler (Secretary)

1. Confidentiality and "annoucenants

 The Chairman reminded mémbers that the proceedings, papers aund information
before them were confidential and should not be #isclosa® He welcomed
¥rs Jane Wadsworth and Dr 8 Wood ko the meeting.

2. - égologies for absence

Apologles ware received from Dr Covell.

3. Minutes of the meeting held on 6 Jume 1986

' Page 8 Item x. Buspected adverss reactions to housemite desensitising agent
and grass pollen vaccines. Penultimate end last lines delete 'the treatment af!
replacé with 'the problem of'. Apart from this, subject to minor correction of

wording and grammatical errors, the minutes were signed as a ceorreet record.
=y

4, E Mattere arisin : L
—...____._.._.____.E ) _—

Item 4.1 which referred to Ttem 5 of a subject discussed in a mee ng of
February 1986 — suspected adverse reactions associa; with &
diphtheria/pertusis/tetanus vaceine and withgﬁfivé%iﬁnd tFIVAX AD.} The Chairman

T

-reminded members of caution concerning €HYS paper at the last

e e e e e .




meeting. MERNEEN 21d that there was a proviso that the National
Childhood Encephalopathy Study (NCES) did not ask the question as to whether =
vaceine was absorbed or plain. Therefore it was necessary to -contact the
menufactutrer to obtain this information and the Information was not complete.

SN :cninded the meeting that WISENENMERE, in his paper® had found systemic
and local reactlons less with adsorbed wvaccine. .

It was agreed to veview the figures in this paper at a future meeting.

Item 10 Frequency. of true adverse reactions to measles-mumps—rubella vaccine
{Peltola and Heinomen, Leancet 1986 i 939)

Sub-paragraph 4. JENNEENER :=2id that the reply he had received from Dr Peltola
indicated that he could not immediately provide the informstion requested.

Sub-paragraph 1. EEIRNNNEEEERES in:roduced his review of the Peltola and
Helnonen paper which described the reactogenicity of MMR waccine fn children in

the age range 14 months to & years. The paper indicated that the vaccine wasg
well tolerated; however, some of the children in the survey had pragsumably
experienced natural infection with these viruses. Therefore it would be helpful
if the subjects could be clagssified by age. This would provide some idea of the
iikelihood of Iwmunity at the time of vaceination. Serologicel examinations on
these children would he helpful. The meeting observed that little or no adverse
reactions to MMR vaccine had been reported in the United States. Members
emphasised the importance of obtaining as much knowledge as possible regarding
the safety of MMR vaccine. JUENNEEENERRE cbserved that measles was prevalent in
Finland just before this study cowmenced. It was agreed to write again to
VRN o=king 1f an age classification of the trial subjects could be
provided together with an Indfcation as to the zygosity of the twins. Such
information could perhaps be incorporated in g letter te the Lancef.

Ttem 11 Summary of }suSpected adverse reactions to vacclines.

Sub-paragraph i. Suspected adverse reactions to DPT, last two lines - ‘SR
pointed out that if post-mortem revealed an interstitial broncho-pneumonia,
death could not be atiributed to the sudden Infant death syndrome.

Item 12 Any other business — Vaceination policy with tegard to symptomless
HTLV-III carriers. @NMENMR reported that US policy had now been published tn
the US Mortality Morbidity Weekly Return Ne 38, 26 September 1986, Volume 36
Pages 595-606, and also that the eubject would be discussed at the next meeting
of the .JCVI.

i ) Report of a Working Party on Pertussis Vacecine Injury

At the February 1986 meeting ARVI had received a report prepared by a panel of
the AMA (JAMA 1986, 254, 3083). Its object had apparently been to provide
information for leglslators as to what type of vaccine-assoclated event night
require compemsatlon, If Federal compensation for presumed vaccine injury were
to be introduced fn the United States. In attempting to produce eimple
guidelines the panel had drawn on previously published work and had made some
agsumptions of thelr own. No sources were given in the report and ARVI had
viewed it with some concsrn.

* T M Pollock et gl - Symptoms after primary immu

lgation with DTP and DT
vaccines. Lancet: 1984 Vol 1i pages I4QMREDL:. Smhte b

okl




It was agreed that a small working party (UNEEENEEEEEWEE., AR

and the Chairman) should review this report znd prepare comments for the
October weeting. Tn view of some questions about the Naticnal Childhood
- Encephalopathy Study' (NCES)} which had been raised in recent court proceedings,
it was agreed that the working party should also review these and make any
comzents that seemed approprilate.

. -The working party met on July st at St Mary'g Hospital, where 1t had the help
of two members of team. :

5.1 The following points rélating fo the NCES were discussad.

1 Gueries had arisen in relation to the aumbers of cages In the
study, which had varied slightly in different publications, as late
Follow~up rsults camguthrough, . Theserking party had established
that the final number of cases in the NCES was 1,167. 39 cases had
received triple vaccine in the week prior to the onset of thelr
neurological iliness (9 with infantile spasms, 18 with convalsions,
and 12 with encephalopathiee). These vaccine-~associated casges
included 5 patients {4 with econvulsions and 1 with infantile Spasms)
who had a history of neurological events before immunisation which
indicated possible prior abnormality. These numbers differed from
those published im the 1981 Whooping Cough Raport (HMSO).

2. A query had been raised over the accuracy of dates. It was
accepted that it was sometlmes difficult for the NCES team to decide
the day of omser of a neurological illmess. If there was conflict
between iInformation frow different sources the team normally took the
information from the paediatrician's admission record. '

AT 2 1c0 made it clear that day O was always the day of
vaccination, regardless of the time of day of vaccination.

‘3. The question of selective reporting by paediatric units to the
NCES teawm was discussed. It was not thought that this would have

- been a problem -in respsct of children sdmitted to hoepital with
encephalopathy. The reporting of children admitted to hospital with
convulsions was a different metter, since wany pore -children would
bave been admitted than the few who fulfilled the NCES eriterls for
reporting. In considering whether a convulsion was more likely to be
reported because it was knmown that the patient had received triple
vaccine within a few days, the following polnts were made:

a. [t was emphasised that to account for the observed increase
in relative risk for all cases after the vaccine, under-reporting
of similar cases in unvaccinated children would have to have
iovolved at least 500 reports.

b. The ratlc of convulsions to encephalopathies was similar in
the vaccine~associated group to that in the unvaccinated group.

@« Although the exact ages at vhich different doses of vaceine
were given were not known for the whole population, in the NCES
there were 7 comvulsions reported within one week of the first
dose of DPT, compared with 5 after the second dose, and 6 after
the third. This ratio was not what would have been expected if
doctors had merely been reporting chance assoclations. In the
lattet case,. one would expect meny wore convuleions after the
third dose, since febrile convulsions are commoner in the
general population at the end of the first year of 1ife thap at
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From the above there is reason to believe tﬁat the Increased relative
risk of prolonged convulsions after DP as a real one.
J“‘

4. Suggestions had been madéﬁthat post—pertussis vaceine
convulsions were hepign a{;’that they did not give rise to bad
outcomes. 1 iSRG -ee asked for information on
sequelge afte“'16th 'AﬂETQE;afsociated and non~vaccine
associated convulsions in children of comparsble age.

5. Queries had been ralsed with regard to long—term sequelae
after vaccine—assoclated encephalopathy. The working party had
vreviewed the methods of assessment of handieap, which had been
refined by tean during the courge of thelr
work. Among 12 children with encephalopathy there were 2
deaths, and 5 children with impairment of varving severity ar 1
year. The relative risk for an acute vaccine-associated illness
{convulsions or encephalopathy) wes 3.3, and was similar
irrespective of degree of impalrment.

6+  Questions had been asked about the incluslfon among the
vaccine—associated cases of those in which a possible
alternative cause for the encephalopathy had been put forward.,

It was, however, accepted by ARVI members that cases should tet -

be removed from the calculation of risk in an epfdemiclogical
study of this kind, because an alternative diagnosis was
possible. The numbers were in any case small, and the removal
of cases of possible Reye's syndrome, or possihle viral
encephalitis, from both vaccine-3#3cisted dnd“ifassociated
groups did not alter the relative risk, but only affected the
confildence limits due to the reduction in numbers.

At the end of the digcugsion, the Chairman commented that ARVT
members had now had a chance to appreciate the difficulties
inherent in this type of sfudy.

3.2 The AMA Panel Report on Pertussis Vaccine Injury

(JAMA, 1985, 254 3083-4)

Turning to the AMA panel report, ARVI members noted that this had been
prepared with the partleular intention of providing information for
legislators as to what type of vaccine—associated event might require
compensation, 1f Federal compensation for presumed vaccine iInjury were to
be introduced. It was therefore the intention of the panel to euggest
slmple guidelines for which "stringent proof for causation by the vaceine
was not required”. ARVT members commented that they were not aware of all
the scurces used; while some appeared to be Erom the NCES, others clearly
were not. Furthermore, 1t was agreed that the docuwent contained a number
of assertions which could not be acceptéd. It was not a sclentific
statement of the position. Indeed, the AMA Panel itgelf frequently
acknowledged that 1ts conclusions were based upon impressions and opinions,
rather than upon established evidenca.



5.3 Paper byuluEEEEP 2t 21 A maier role for wiruses in acute childhood
encephalopathy

{Lancet 1986 Vol 1 pp 989-991)

ARVI wembers received for information the paper on viral encephalitis by
SoWhile i was accepted that intensive studles of the kind
. degeribed in this paper could lead to the identification of a viral cause
in 2 much higher proportiom of children with encephalitis than had been
poesible a few years sgo, it was noted that few of the children were, in
fact, in the age group relevant to the NCES.

5.4 'The Chafrman drew the attention of the meeting to the paperi— Cause
and Preventilon of Post-Infectious and Post-Vaccloal Neuropathies in light
of & new theory of auto-immunity (Fred C Westholl and Robert Rott-Bernsteln
‘The TLancet Znd August 1986). Membetrs reported that the paper. was
interesting although it was correctly categorised under hypothesis.
References quoted were sometimes out of context and were of differing
intrinsic worth.
a1
6. Beview of the Safety and Efficacy of Densensitiziag Vaccines
ARVI/B86/29 (a), (b) and {c)

Dr Wood introducing this paper sald that the adverse reactions section of:
Medicines Divislon had for some time been worried sbout serious amaphylactoid
reactions assoclajed.with.dhe: densensitizing agents, and that this concern had
been hefghtened this year by fatal anaphylactic reactlonms in two young females
after receiving these agents. Medicines Division had reacted accordingly, and
topether with information provided by manufacturers had produced a paper on
these vaceines. Dr Wood explained that because of the concern over adverse
reactions and the peed:bosdwiagwthbosngbtentosthe-main compittee, timing of
meetings had made it necessary to discuss this paper with other sub-cppmittees
and the CSM before ARVI.

With regard to the paper Dr Wood said that there were difficulties in
standardisation of these products and specifying the content of allergen. The
evidence as to efficacy was both controversial and poor, espacially with regard
to house dust mite preparations. There had been Initially difficulty over
collating the adverse reactions since the data from manufacturers and that
supplied to the CSM on yellow cards were not altogether compatible; however, it
had now proved possible to combine these two soures of ADR data andutoiéstimate
"the incidence of reactions. Anaphylaxis had oécurred with these products even
at ilow allergen comcentrations. The US FDA review of these vacclnes was
confused hecause of legal restraints in the reclassification of the products.
In Sweden doctors who administer these products have to be specially liceunsed.

The Blologicals Sub-Committee had made recommendations on these products as had
glgo SEAR. The CSM had recommended that a letter should be sent to all doctors,
dentists and pharmacists warning about the risk of anaphylaxis fellowing
treatment with densensitizimg agents. The advice included in this warning would
include a recommendation that the administration of these zgents should only
take place where facilities for full cardie-respiratory resuscitation are
immediately available, and that patients should be kept under medical
observation for at least 2 hours after treatment. The main committee (CSH) had
" amended the recommepdations of its sub-committee slightly by recommending that
the warning be given in the form of a letter rather than a "yellow peril’
warning leaflet.




In addition a2 CS8M update article om desensitizing¥vacedm® was to be published
and this would appear in the British Medical Journal of the Il Qctober 1986. It
was hoped to obtaln agreement with the relevant pharmaceutical companies
regarding alteration of data sheets and a decision was to be taken as to who in
the DHSS should undertake future prospective monitoring of these products.

Dr Smith safd that the recommendations of the Biological Sub-Committee differed
s}ightly from those of the CSM in as mueh that "R 1 BV ised that
the recommendation that these agents should not be used fn asthma should not be
brought forward. However doctors were warned that patients with asthma appeared
te be particularly gsusceptible to the development of severe anaphylaxis with the
agents.

The Sub~Committee in considering the 'Dear Doctor letrer' and other papers
advised that as far as possible the word 'veccines’ ghould not Be assvriateqd
with these products because of the adverse affect that smch publicity might have
on the JCVi's efforts to promote immunisation of young children in the routine
childhood Immunisztion prograsmme. It was suggested that a2 future procedure For
updating ARVI on adverse resction Teports to these products should be agreed,

Treatment of Anaphylaxis NG, said that this paper had been produced as
the basis for the sectlon in the Memorandum “Imwunisation Against Infectioue
Digeage™. B8ir John Badenoch said that this particular subject should be treated
with caution as it might prove toc much of a disfncentive towards wvaccination.
Br Reid and other members said that the section as it stood at the wmomwent only
described drug treatment and did not provide a comprehensive guide as to how
anaphylaxis should be managed. 1In particular, pointed gut that
treatment did not include amlnophylline, and that cue—cards sheuld appear in
treatment rooms in the sgurgery. :

It was agreed that a small group should be drawn up to advige the JCVI. This

group would consist of Wi eane: , "ESEIRENNEE SERNEERNE £+ cx Nottingham and
e, vith the representatives from Scotland.

7.  Bummary of Suspected Adverse Reactions to Vaceines

Reports on yellow cards registered during the periods 13th May 1986 to the
11th September 1986.

ARVI/96/28

R introduced this paper

as Buspectéd adverse reactions to diphtheria, tetanus and pertussis
vaccines (DTP) giveu alone or with oral pelio wvaccine (OPV).

-During the current period 95 suspected adverse reactions were raported.
These - included:

1. Death 131828. A 16 month old girl who two days after her first
dose of DTP in mid-July 1985 was found to have a2 fever and a posaible
upper respiratory tract infectior. Two days later she had a major fit
and was admitted to hospital where further convulsicns occurred.
Further fits occurred at the end of July 1985 and she died om the

Ist August probably from pneumococcal septicaemia. This patient had a
family history of idfopathic epilepey. This case has been repoxted to
previous wmeetings of ARVI. :

11, There were 8 reports of convulsions following vaccination
including 165236, a patient who was in gtatue epilepticus within hours
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of recelving her third dose of triple vacelne. There had been two

e megprevious knowa febrile convulsions.

b. Suspected adverse reactions to menovalent pertussis vaccine.

Five reports had been received including one alleged convulsiom which on
investigation appeared to be a rigor.

Ch Suspected adverse reactioms to oral polio vaceine. A six month eld
girl who developed recipient vaccine-assoclated poliomyelitis 30 days after
receiving her first dose of cxal pelio vwaccine.

d. Suspected adverse reactions to diptheria/tetanus vaccine given with or
without OPV.

During the peried 283 réports were registered. These inecluded 266 children

with injection site disorders. The majority of these reporte were among

five year old children who had received a hoosting dose of vacelne of

gimiiar batch number and where the report hed come from different

geographical locations. Wil pointed out that these reports had

first of all come to.the ngtlee of the Defect Reporting Centre and
irmdiexpressed voriceé¥n rhat yellow card reports had been initiated by

ther than doctors.

It appeared that these had originally ceme to the £8M as product defect

. teports sent in by pharmacists; CSM had then contacted doctors and had

obtained the yellow card reports. It was felt that reports from
pharmacists, acting on hearsay, were an unsatisfactory source of
information. ARVI wmemebrs asked if yellow card veports originating in this
way could in Ffuture be distingulshed from thoge which & doctor, who had

" seen the patient, was the primary source of fnformation. R, chserved

that follow up by NIBSC had revealed no defed” Hi#he vaccine, therefore,
apart from a fault in administration of the vacecine thepe Was no reason why
these Injection site disorders were observed Tn -clustars.”

e. Suspected adverse reactions to tetanus vaccine 47 reports were
registered. These included 31 injection site disorders wilth or without
fever. :

E. Suspected adverse reactions to measles vaccine. These included

i. 134755. A reported encephalitis in 2 12 year old girl who wes
vaccinated on the 20th August 1983 with what seems to have heen
rubella vaccine amd who on the 12th September 1985 developed an
encephalitis which bad a positive serology of the measles virus.
Dr Barnes undertook to carry out a feollow up of thls report,

1i1. 165850, A report of a cerebellar disorder In a 15 monthes old girl
who, two weeks after vaceination developed an acute cerebeilar-like
ataxia preceded by a febrile cold. Her unsteadiness was go marked
that she was admitted to hospital. Examination of the CSF revealed an
excess of protein but no increase in the number of cells. EEG and CT
scan (with and without contrast) were normal. The consultant
concluded that this patisnt had suffered a demyelinating reaction to
either measles vaccine or to some other viral infection. Dr Barnes
was asked to follow this patient up at & months.

1ii. 8 patients with convulsions were reported. In 164808 convulsions
were thought to be due to an attack of acute tomsillitis.




9.

163111, This patient had convulsions 8 days after vacelnation, which were
thought to be caused by otitis media. It was requested that an amendment
be made as. to the degree of culpability of these reactions. F. T TTREES
requested to follow up the other six reports at six months.

g Suspected Adverse Reactions to Rubells Vaccine. 8 such reports had
been recelved including two patients with arthralgia.

h. Suspected Adverse Reactions to BGCG. 12 reactions were reported, these
included two patients with-kelold scarring.

j. Suspected adverse reactlos to Menovalent Typhold Vaceime. There had
been seven reports durimg the perlod including one anaphylactic reaction.

k. Suspected adverse reactions to cholera vaccine. 4 reports had been
mzde during the period.

1. Suspected adverse reactlons to hepatitis B vaecine. 14 reports of
relatively minor reactions had been recelved. :

32&‘ L :.-“"'. B 'u
m. Suspected adverse reactions to pneﬁmococcal vaccine. 1 report of an
injection reaction had been received. W rcucsted detalls of the

manufacture af the vaceine,

Any Othexr Bualiness.

2. The Chalrman reported that the last meeting of the BPA/JICVE Working
Party had asked whether the recommendation on Page 29, Parapraph 6.3.4 of
the Meporandum "Immunisatiorn Against Infectilous Disease” which stated that
"it is advisable to allcw at least 3 weecks to elapse batween undergoing
sonsillectomy or oral surgery and the administration of OPY.™ was still
appropriate. “Hjimimilh undertook to check this recommendation., '

b. G- roported that a symposium on the new pertuasis
vaccines had been recently held at Betheada in the USA.

Date of the Next Meeting

The date of the next meeting would be the bHth Fabruary 1987.
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COMMITTER ON SAPETY OF MEDICINES
JOINT COMMITIEEZ ON VACCINATION AND IMMUNISATION )
JOINT SUB-COMMITTEE ON ADVERSEZ REACTIONS TO VACCINES AND' ‘IMMUNISATION

Minutes of the meeting held on 6 February 1987 in Room 1611/12 Market Towars

Present: Professor R W Gilllatt (Chairman)
Sir John Badenoch
Professor Banatvala
Dr P E ¥ Pigge - X

Profusaor D Hull

or B M McGuinness

Dr C L Miller

Professor D L Miller

Or D Reid

g

Dr J Barnes

Dr D M Salishury

¥r K L Powler (Secretary)

Miss A Simkins . o

1. Confidentialitx and Anaocuncements

The Chairman rsminded members that the proceedings, papers and information
were confidential and should not be disclosed. He walcomad Dr Salisbury who
will be taking over duties 53 Medical Assessor, The Chairman announced that
Mr Digings, adminlsirative assistant to the Committes, had moved to work in
Nr Hale's office; hm recorded the thanks of ABVI for the assiztance given by
Mr Diginga. o i

2. Apcloxies fof Absence
Aﬁlogies for asbsance had Been received from Professor Lloyd, SyiiiNNlNe

and . The Chairman anncunced that Professor Lloyd had
written o him resiganing from the Committee bacause of pressure of other
work. He recorded the thanks of the Committee for the work that she had domne
for ARVE, : . : A,

3. Minutes of &£h At Maetin

Several corrections were made to the draft minutes of the Octabar"meating. It
wag décided that these should be vetyped to incorporate the comments and that
the agreed wersion should then be circulated to membars.

9. Matters Arising from the Minstes

Ttem 4.1 - Adverse reactions to Trivax asd Trivax D - gix llnes fiM. thg' —F
botton

ssid‘that ohly feven cases snd six controls had been given
plain vaccine within twonty-eight days of onset of thair nenrological iliness
and only two cases and no controls within seven days. It was agreed that

. these figures were not largze emough to Justify any firm conclugions.

i Nz
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Ttem 4.1 - the last sentsnce should cead:

"m reminded the meeting that Dr Pollock im his paper had found beth
local and systemic resctions less with adsorbed vaceipes.”

Item 5.1 -  SNUNWAININY s50cod to provids further details in velaticn
to 5.1{(Me ind 5.1(4).

Item & = Review of the gafaty and efficiency of degensitising vaccines.

The Chairmen enquired about future procedsre for up-dating ABVI on adverse
reaction ieports to desensitiszing agents. - veported that Yellow
Cards conceralng sdverss resctions to these productz were being coded now by
another section of Medicinas Division; it has been agreed to supply ARVI with
futare informetion on these TepeTts on anr ananual bssiz.

4180 in Item 6 - Treatment of enaphylaxis:

had received papers from Dr McGuiniess snd L. I
unfortunately it had not hesn possible to arrange a weeting to finalise g
paper to enable advice to be prepared for the Memocandum *Immunisation Against
Infectious Digease’'. Members discussed the difficulty of distinguishing,
fainting attaeks from trye angphylactic reactions.

W, Ccmonstrated & portable oxygen wachine which could be used in
conjunctios with a portable resuseitator.

It was sgreed to prepare a paper for the nert meeting.

Item 8 - Any Other Business - Report on Tofisillectomy and oral surgery as
contra-indication to the administration of oeal polioveccins.

The Chairman seid that unfortunatsl wWas unable to attend thia_

weeting and it was agreed to msk to report on this matter to the

Spting meeting of the JCVI. Memhers agreed that there appedred to be &
hypothetical risk of recipient poliomyelitis associated with thews surgicel
procedures, .. .

Item 7¢ - Yellow Card Reports
Product Defect Reports by Pharmacists.

Ny coported that there was mow greater selection with regard to Ysllow
Csrd Raports rendered by pharmacists. Whers & pharmacist suspected that thera
was an adverse reaction he was encouraged to get the doctor who did the '
vaccination to mike a raport,

5. ro ed troduction of Combined Messles. My g and Rubella (MMR)} Vacecine.

A Paper by ithe Department

introducing the paper, said that at its November mesting the
JCVI had proposed to change from the policy of administering measles vacsine
preferably during the second year of life to one of administariggfmggqlggﬁﬁﬁgn,
BURPS and rubella (MMR) vaccine to both sezes, No decision had ¥et been
veached on '‘catch-up’ vaccination of children of more than two years of age
and the schoolgirl rubella veceination prograzme would remain unchanged.

i I
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MMR vaccine was now used in nige European countries, also in the USA and
Canada. Using this vaecina thece Wai 8 benefit of increesing the uptsks of
measles vaccine. It was proposed to carry oot trials of MMB vaccine in
Hert{ordshire, Somerset and ¥ife this yedr and thege studies would be
coordinated by the Communicable Digesse Surveillsance Centre (CDSC). It was
also propesed to carry out serological surveillanca of mumps and ruballa znd
consideration would b¢ given to making theso dizesses netifiablg.

Surveillance would also be undartaken of adverse reactions to MMR in thesge
studies. AN inded by saying 1t was hoped that adverse reactiopa . to
vubslla vaccine might be reduced by giving this vaccine to & younger ag§e group.

L agked if the Department wes aware of other studies of MMBR
taking place, notably in Nottingham snd in Oxford. VRN, onfirmed
that the Department knew of these studies.

The Chairman asked the Committes to comsider tha published papers which had
#ccompanied the Departmental paper on MMR vaceine,

5.1 Bubells Vacoine - ‘how rasctogenic is ft*p
G ¥V Griffin and K A Bryett
J Ind Med Rea (19896) 14, p 316 . ABVIsa7/3

noted that this study had no contrel group and that

the two rubella vaccines which were compared were derived from the szame
strain of vaccine virus. He remarked that Joint pains were much lesg

common among children than In adults after rubells veccine.

' e L

9.2 ffuse Re athy fal masslas and
la vaccination ~ Gary S Marahsll et al: Pasdistrics
Vol 76 p 989 (1986) . ARVI/87/4
" This ﬁh bed a diffuse retinopethy following vaccination with

: n puggested that yallow card reports be searched for
similar FeictiGhwdnd he agreed to take neuro-cphthalmnlogical advice
about the specificity of this syndrome.

5.3 bolla-agxoc artheitis T arativs

8¢ of joi gtakion agg wi rral

rubal infection 7/3 rubal sati -
Tingle, Allen et al, Annals of the Rhoumatic Diseases
{1985}, vol 435, pages 110-114 ARVI/87/8

observed that this paper demonstrated that joint
manifestation following rubelila vaccination were much more likely to be
transitory compared with those which follow natural rubella infection.

5.4 Postpartum Rubella Immunigation:

Asgociat 2 development rolonged
neuralogical se ronic rubella virsemia —
Tingle, Chartler et al. Tha Journal of Infectious
Dizeases {1985) Vol 152, pages 606-512 ARVI/87/9

This paper described six women who developed joint prehlems and
nevrological manifeststions {(pareestheaiael following rubella

vaccination. Rubells virus was gl9o demonstrated in the breest milk of
one of these patientz nine menths post-vaccinaticn.

pointed out that this paper described no denominatar and he mentioned that

SR
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there had been a response from the Centres for Disease Control (Aflanta)
to this particular paper.* It was agreed t¢ circulate this regponga ko
members.

6. Vaccing Re i i in Non-Tmmun elatives and Hensehald
Contacts - D B Bateman, ¢ Elrington, P Kennedy, M Saundars

BMJ (1987} Vol 294, pages 170-171 :
ARVI/BT/S

TR R

LN

M. introducing this papec which described twe contact _
vaccine-associated cases of poliomyelitis, said that it was unfortunate that
the paper strongly recommended the vaccination of unprotactad paremtsiand -
other household,contacts of infents receiving oral poliovaceine for the firs:
time; he gaid that the JCYY would wish to change Lhis advice because the risk
of contict vaccine-associated poliomyelitis was replaced by an almost equal
tvisk of recipient vaceine-azsocisted poliomyelitis, What wag now reccmmended
was the washing of hands after changing bsbies napkiss. Members suggested
that a redponse should he made to the British Medical Journal concerning this
article. It way ggreed that the changes in the Memorsadum 'Immunization
Against Infectlous Diseaze', agreed by the JCYI at their October meeting,

should cocme to the next meeting of ARVI.

7. whooping Cough and Whooping Cough Viecine
11 Whoaping cough wvacceine — CSM advice

WS aid that the CSM had dedn asked to obtain the advice of ARVI
concerning the statement made in paragraph 1.14 in the blue hook (Whooping
Cough, HMSO 1981, page 4). '

The atatement vaad:

"No scientifically unassailahle link has been established betwaen DTE
immunisation and serious neurological illness but wa have come to the
conclusion, oa the bagis of all predent evidencs, that there is a
prima facie case that such & link may exist, We would slso agree
that the evidence suggests that the vaccine causes convulsions in
some childeon.™ :

The Commities were asked whether or not they remeined content with this
statemant. .

e

In the eusuing discussion it was noted that this extract was taken from
the CSM statement contained in the 1981 Blue Book and was made at a4 time
when vaccine hazards were recaiving more gcruting than natural pertussia,

ARVI suggested that the atstement be updated to read:

“"Although there is no scientifically uwnasszailable proof that DIP
vaccination causes sericus neurological illness we sre still of the
vlaw that a link may exist. However, such an association is an
exceedingly rare event. We would alsc agres that the evidence
suggests that the vaccine can precipitate convulsions in some
childran.”

o
i

* J Iaf Dig {1986) Vol 154 under correspondence Preblud 5 R et al, pages 367
and 368, Reply by Tringle A J pages &3 and 365,

R ' .
"3113 . Iig
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7.2 MBC Sub~Committee on Whooping Cough Viccine

*mported that development of the acallulae whooping cough vaccine
ia thia country had raceived several setbacks. Initlally it was hoped to

carcy out the trials with a Clinicel Trial Bxemption Certificate however
the organisers had now been told that & full Clinical Trial Certificate
wauld be needed. A contralled trial in Sweden hed discovered thres deaths
among children taking part in the trial, although the aumber of these
events did not veach statistical significance the findings had ceused tae
orsanisers some concern. Finally the diphtheria component in ona of the

gales~containin ines. Presentation to the nization Practices
Ady omm i
Johnt R Livengood -~ October & 1986

(This draft paper was provided DY AN {8ecretary of the

Canadian National Advigsory Committee on Immuatsation.)

Mambers asked ~ to provide the published veraion of this papar,

7.4 stor gonvy a3 ga of 241 eei = sdiforial

c
Journal of Pasdiatrics 1985 Vol 107 bages 244 apnd 24%

This paper was provided for infarmstion.

Weibert, Lorentz, Noreross, KElaubar and Jagger (1956)
Clinical Pharmacy, Vol 3 June 19885 ARVI/87277

satd that the Sub-Comaittee had for soma time been interagted in
the possible effsct of influenza vaecina oo the metabolism of warfarin.
The paper demonsirated that in petients on werfarin therapy influenza
vaccine did tend to influence the prothvombia-time but that no untoward
avetits were obterved. : '

WS Tatroduced this pager.
{a} suspected edvarse recctions to DTP vaccine given qlone or with opy.

During the current pariod gixty-nirie suspected adverse reactions were
veported. These include:

i. eight patlents with repocted convulaions including one, 170519,
whose aseizures were asgociated with paeumccoceal meningitis,

1i. 169110, a nine-mwontht old Female who developed sngio-oedema two
minutes after being injected with DTP. ’

1ii. 175296, a saven-month old femele who developed thrombecytopenia
the day safter immunisation. :

ol x | 116
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{8) Suspected adverse reactions to oral pelic vaccine.

b T
A patient (not reported on & yellow card) aged thraw-months who two weeks
after receiving OFY developed lower motor neurcne lesions of of the arms
togethar with upper neurone iesion signs in the lags, Some zensory loss
was noted. Tha patiasnt devaloped difficulty in breathing and swallowing
and died giz wesks later. The final diagnosis was respicetory failure -and
policmyelitis. Mowmbers expressed some doubt as te the diagneosis in this
patieat because of the présence of sensory symptoms and upper motor
naurana signs.

ic)} Suspected adverse raactions to diphtheria/tetanuz vaccine.

During the period fifty-four reactions were reportad, fifty of thess
included & mention of injection site disarder,

(d) Suspectsd idverse reasctions to tetanus vaccine.

N TLT L T
During the peried ﬁﬁ%gg?¥thr;a raports were reglstered: they consisted
mainly of injectiom site disorders.

" {e) BSuspected advaerse reactions to measles veecine.

Eighteen veports were received during the period and included a report of
sudden infant desth syndrome. 170520, a fiftepa-month oid.patient who
died two to thraee days after measles vaccination. Avtopsy cvevealaed
infaction of ths respiratory tract. The causa of death was deseribed asm:

{1} SIDS
{2} BPossibla upper reapiratorr tract infection.
il. Convulsions R

FPour patients with convulsions were veportad and one case (175708) of
convulsions aszsociated with otitis media. .

iii., There were two reports of anaphylactic reactions and these
ahould be associated with seven similar reports observed since
Fabruary 1986 of reactions occurring within minutes of vaccination
and sll azsociated with vaccine from one manufacturer. It was
suggasted that the advice of HUVINMINMPP b sought over these
raactions. o

(£} Suspected adverse reactions to rubella vaceinas,

During the period there were three reports, ons of syneope, one report of
arthropathy and cne girl who had a major comvulaion within aizht atnutes
of receiving ths vaceine. :

{g) Suspected adverse reactions to BCG.

There‘uers three reports of injection site disordar.

{h) Suspected advarsze reactions to influenza.

There wers nineteeen reports of adverss reactions during the period all
were of a relatively mild nature except in ome cass of non-fatal but

severe anapaylaxig.

¥
o R
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{1) Suspected adverse reactions to hapatitis vaccine.
There were thirteen reports duting the pericd and these inecluded one death.

170927, an Asian baby borm to & mother who was a carrier of hepatitis B
who wag given BCG and hepatitis B vaccine at Brith. One weak lazter the
¢hild developed unexplained drowsiness, fits and then dled. Autopsy
revealed no gbnotmality apart from cerebral ocedema. It was suggested that
details of the histological examination of this patlent mighi be ocbtained.

(3} Suspected adverse reactions to typhoid veceline,

Theve were twelve reports, including two patients who had comvulsions
aftzar vaceination.

(k) Suspected adverse reactionz to cholera vaceine.

Two reports were received during the period. i §?9
L
o %L R

10. Any Other B £8 #
IR, informed members thet Profesgor Gillist was veticing from khis
Chairmanship of the ARVI Sub-Committee to take up the post of visiting
scientiat at NIE Bethesda, Members of the Sub-Committee expraessed their
gtstitude to Professor Gillist for his invelnable work as Chairman since the
formation of ARVI in 1930, and wighed him well in his new poat.

"1l. Date of the Next Meeting

The next mesting is to be held on Friday 5 June 1987,
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- JOINT SUB~COMMITTEE ON ADVERSE REACTIONS TO VACCINES AND TMMUNISATION

Minutes of the meeting beld on § July 1987 at 10.30am in
Room 1611/12 Market Towers

Present:

Professor J Collee (Chairman) DHSS:

Sir -J Badenoch )
Professor A ¥ Breckenridge Dr D Salisbury (Assessor)
Dr C Bowie Mr K Fowler ({Becretary)
Dr N Cavanagh Mr J MeCracken

‘Dr P Fine Dz R Mann

Professor 8 R Meadow Dr F Rotblat

Professor D Miller _ Dr A Smithies

Dr E Miller

Dr D Reid

-Dr 5 Wallace

1.1 The Chairman reminded members thet the p:d&eedings, papere and

information before them were eonfidential and~should not be disclosed.
o ' . A s

1.2 The Chairman exprgggqgﬁggghggngmmi tee's thanks for the work of the

retiring Chalrmen, Proféihﬁ%“me”ciiIiht, who had led the Sub Committee at

a time when there had been diffieulties in the understanding of adverse

reactions to vaccines, especially whooplng cough vaccine. It was through

T~Ei%i Professor G1lllat's efforts that 2 much elearer appreciation of the
{2%\ specific nature of adverse reactions to vaceilres had been gained.

1.3 The Chairman also expressed his thanks for the work of previcus
members of the Sub Committes who had not been able to accept reappolntment
because of other work commitments.

1.4 The Chairman ﬁelcomed uewly appolnted members to the Sub Commitiee,
znd introduced the secretariat.

1.5 The Secretary, elaborating on the.backeround information which had
been sent to newly appointed members, described briefly the function of the
Sub Committee, to give advice to both the CSM and Jc¥§§~1 :
1.6 The Secretary, informed pembers about the study of DHSS Medicines
Division being carried $it = “the request of Ministers by Dr Evans and
Mr Cunliffe. Members were invited to submit &ny commpents or suggestions

they may wish to make by 20 July.

L
S




2. Apologies for absence

Apologies had bean received from LT ) maﬁd

I

3. Minutes of the lasr meeting ) . ’

The minutes of the meeting held on 6 February 1987 had been cireulated and were
agreed by members without amendment. It was noted that they had been seen
agreed and signed by Professor Gilliat,

4+ Matrers arising from the last minutes

The following items were discussed;-

item 4(a) =~ Item 5 of the Cctobar 1084 meeting ARVI/87/8
This was discussed under Agenda Item 6 - Whooping Cough.

Item 4(b) ~ Item 6 of the October 1986 meeting ARVI/87/9

The paper on anaphylaxis including Yellow Card reports to the CSM,
protocols for treatment of anaphylaxis, dosaga regimes and training, was
Presented. It was felt that reassurance could be derived from the small
Avmber of deaths (3) from 212 reports of anaphylaxis, enaphylactotld

reactions and allergy. suggested that an advigo TOUp
should convens to provide advice on enaphylaxfe with w asg
Chairman ‘and SNNNAMEONINENISING. L ERE e tehacagly

" members.

Item 4(c) — Ttem B of the Detober 1986 meeting . ARVI/87/10

It was agreed that QNN 1otter (ARVI/B7/10). should be referred to
JCVI with ARVI's endorsement. | thought that the previous

)X{ advice had onginally been extrapolation from concernk surrounding
tonsillectomy during natural polic epldemics.

ITtem 5 ~ MMR vaccine - 5.4 Postpartun Rubella ARVI/B7/11

Twmwunisation associated with develogment of prolonged
arthritis neurclogical se uvelse and chronic rubella
arthritis Tingle et al. J. of Inf. Diseages (1985),

Vol 152: pages 606-612

This paper had been considerad at the last meeting of ARVI but had promoted
corrgspondence in the Journal of Infectious Diseases, Vol 154, No. 2,
August 1986 from Preblud, Orenstein, Lopez, Herrmann and Hinmsn frog coe,
Atlanta, and 3 reply from Tingle. The correspondence was submitted for
metthers informetion. reminded the Committee of ap S8PE-like
syndrome reported from rubella virus infection and noted thﬁ(maternal '
Viraewia and transmission of rubella virus in breast mi k. ~UP°*h**

noted that more than 10,000 women Per year received
Post=partum ruybells ifmmunisation and commented on the
absence of such cases from the NCES study, when children followed initially
to three years were now 10 to 12 years old.



wods
hasga study of SSPE surveillance and it was theught
that none of her casgs was assoclated with rybella. .oliiiae thought
the report to which GNP had referredyoemetned congenital rubella
syndrome, not acquired rubella. e
yrerone, : R TR

Ll

5. Suspected adverse reactions to vaccines: Relbrté ARVI/87/13 p
Yellow Cards registered during the period 27 Janaury to

4 June 1987

‘thie paper drawing members attention to some
of the difficulties distinguishing adverse reactions, adverse events and

5.1 ) i ’E&S ‘a‘h‘"ﬁﬁé:;‘t &4

reports Where thera wag little relatfcnship to immunisation. The paper.
entitled “Further information on certain suspscted adverse reactionsﬂ)
~E880cTated with vaccines” vas presented. ARVI/B7/134 {

5.2 %Fifteen suspected zdverse reactions to DPT

The last sentence should be deletad as immuniestion is probably a temporal,
not ceusative association with infantile epassdf This summary was produced
after reports had been obtained from doctors notifying CSM of “neurological”
reacticons to vaccines. Scrutiny of the original reports reveals that they
were not necessarily all vaccine~related and the follow-up reports were
frequently superficial. There was then considerable discusaion on the
preparation of the Yellow Card dats and the form of its submission to ARVI.
w commented on the need for speed of provision of information
with awareness of cost-effectiveness of the work iovolved.

suggested the uss of PINOS for follow-up of adverse
‘reactiones and noted that developmental_asseﬁsmgpg_was an
‘essentlal compoment of long-term follow-up of nelitslégtsaistedetions in
children, and PTMOs employed for this task would need such skille.

2+3,  The paper "Netherlands Report on Adverse Reactions to Vacelnes in the
National Vaccination Programse 1985 Apenda 91 (ARVI/B7/19) was discussed ar
this point. 1In Holland a pasdiatrician {s employed solely for the
£ollow-up of adverse reactions to vaccination and after the receipt of such
reports interviews rhe wvacecinator and the parents, examines the child, and
then provides the long-term follow- up. Sir Johs Badenoch posed the
dilemmz of the provision of huge lists of adverse reactions or of a
distillate and commented that it was bad poliey to ecollect -useless
information but changes In incidence of reactions were important as was the
awareness of permanent or long-term sequelse from vaceination.
commented on the need for preciee definition of adverse reactions.
commented that the reporting system wzs anecdotal and it
.wag difficult to use such evidence epidemiologically but there could be an
alert to the possibility of rare eventa, which when put together, assume
significance. There should be serial presentation of frequency of change
with awareness of the basic epidemiology. Longer periods of time and the
summation of data were needed. Follow-up was needed to establish permanence
of damage and severity, or transience, and to separate temporal
associations from astiologleal relationships.

5.4 ORI fe1t that this would be an ideal research project
for one four-month cohort to be studied intensively with detailed gerutiny
and exapination of each report to provide a yardstick for further
comparison. PIHOs might be used to eliminate minor rezctions and then
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that adverse events should be Beparated frop adverse reactions. Tha .
“events® couid be exclided with coacentration on the reactiong.

S4ir John Badenoch felt this could be aifficule With the quality of
information available at present. asked “tNat the numbers
of vaccings given the study time period should be estimated tp rrovide an
indication of risk of reaction.

6.1  In conjunction with Tabled Paper | and an unnumbered agenda paper the
Secretary summarfsed the present positfon regarding the Loveday 1itipation
for the benefit of new members. He explained that 1n February the C8M had
called for ARVI's advice about updating the statement made in the 198]
Xeport on Whooping Cough (EMSO) ahout 4 posaible 1ink betweon BTP
immunisation and serious neurological 11lness. It had been hoped that by
this means 'discovery’ of all the relevant JCVI, €SM and ARvVY documentation
on-whooping cough vaceina could be avoided. However, by the time
Professor Gilliat could report a revised statement to CSM (see minutes of
Febroary 1987 meeting) it was already clear that nothingicoyld be done to
avold 'discovery’, Subsequently, the Chairman of CSM had asked ARV]I to
keep a watching brief on the situation, ang te let the Mati Comidttas know
if at any time 1t was thought possible to egé&fﬁgiuthﬁr the statement.

casesg,
' - Foo ‘i Pudds
These efrcumstances would require fatlure of not:lfication@' 500 cases in
order to over~estimate vaccine associated rigk to producerthe NCES data. -
It was questioned that the ratio of convulsions to encephalopathy wag the
same in the vaccine ang non=vaceline associated casesg. The ratio of
convulaions tg encephalopathy 4n the vacelne associated
with the ratio in Ron-vaccine associated cagses apd the p
idéntieal. Therefore, the vacclne associated convulsions¥ivae iy,

would be more associated with later doses of vacecine, particularly when
convulsions were more common. -Thie was not supported by the evidence.
Were doses given at the same agee in children with convulsione as ip
thildren with eonvuleions who were not vaceinated? The mediap ages were

. Very similar for vaceina assoicated convulsions with no evidence of age

distribution of selectrive reporting, Ip Item 2, the-mgeidtEtriburton of
Vaccine agsoclated and nen-vaceine assoctated eonvulsions was considered.
There was a falling Proportion of waceine assoeiated convulsions and
therefore, vacetne assoclated convulsiong weTe not being reported becausa
of expectation, if so, the percentage would have been constant. Were
vVaceine assaciated gsevere convulsions bendgn? Two of 14 vacelne assoclatad




VaALW) J. X145, 5

convulsions in previously normal children were associat&drf§§h impairment
12 months later; this wag the same PrOpoTLEnn g the ‘nonvikéine assoclated
convulsiong. tr

In the vaccine associated encephalopathy grodp, the outcome w28 worst but
the proportion identicsl to the non~vaccine assoctsted encephalopathy
graup. The estimate of relative risk of vaccine sssociated illness was
3.3, increasing 8lightly with more severe levels of impalrment: outcomes
were no less severe qu??agpgggi@gggg;ated cases than for gﬁn;vaccine

' associated cases. ERt s e

6.3 (O8M Advice ARVI/B7/14
Letter from Chairman of CSH

The letter £rom WNNNMMNNENNSNEN. Chairman of CSM to Professgw.6i111at Was

notad,

Abstracts prepered by Professor Gilliat of papers submitted to C8Y were
Presented and commented that Paper 2 (Cody et al)
included children with an age Tange two months to six vears but with no age
breakdown. There were five conrvuleions in children aged wore than 18 '
months and one in a child who had measlen; there were therefore three
vaccine associated convulsions inm the first year. 1In Paper 7 (Pollock et
2l) 14,000 DTP immmnisations were given; there were 15,752 reported in the
Cody paper. therefore, challenged Professor GilidacTs
supposition that smell nunmbers had heen gtudied and that nugbers were
adequate to assess rigk of convolglons when compared with the Cody papar.

6.4 JOVITe raviged contra-indi?gtioﬂs?togpertu881s ﬁgzzigzilg
3 e .

Muated that JCVI had produced more permissive guldance on
contra-indications to pertussis immnisation and that the revised
contra-indications, shortly re sppear in the next version of the Memorandum
"Immunisation against Infectious Disease’ would not conform with the
manufacturers data sheet. This might lead to confusion for generat

but en attempt ghould be mads to reconcile these with data sheets and
Product licences. Delay in the new Memorandum night be worthwhile in order
to obtaln manufacturers agreement to echanges in Jata sheets and also fo

allow the BNF opportunity to change its advice. agreed
with Sir John and welcomed the clearer advice from JOVI on pertussis
contra—indicarions which he endorsad, ‘commented that

there was no naed for JCVI edvice to change but thera should be awareness
of the implications of change. Sir John suggested a meeting with
manafacturers to discuss the thanges in an attempt to seek common ground.
commented that it was not ARVI's responsibliity to diemantle
other groups imetructions. SN noted that ARVI had responsibilities tg
both JCVI and CSM and 2gked that the pertussis section of. the reviged
Memorandum should be submitted to the C8M for endorsement and then to the
Licensing Authorfty to digcuss with manufacturers so that data sheats and
the Memorandum would be compatible. suggested that
advice should be followed and that members should submit their comments in
writing to 8ir John Badenoch hoped that there ecauld be
informal disecussion with the manufacturers of areas of agreement or debate
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and mnoted that the new pertussis guidelines would be
produced at 2 time 6f continulng pertussis litigation. Masked

if there was likely to be a change in pertussis vaccine in the near future
as this might promote difficulties if the contra-indications to pertussis
vacelne were also to change. Sir John Badenoch agreed that the pertussis
section chould be sent to CSM but commented that the new guldance was a
ratlonalisation of the old contra-indications, some of which had no
slgnificance scientifically. MNNINIAAIWINGS offered his firm support of
the new changes which were not weakening the old recommendationsg but naking
clearer existing guidance.

Fe Meagles Vaccinstion ané MMR Vaccipe ARVI/B7/18

YRRy rororted on the present posi®lon of the change to the introduction
of measles, mumps &nd rubellz vaccine im place of single antigen measles
vaccine. At the May 1987 meeting of JCVI, the use of measles specific
immunoglobulin had been discussed. It wag felt. that this practice was a
disincentive to measles immunisation and whilst Justified in the early days of
measles vaccination, may not be necessary with newer measles vaccines. There
was concern that the immunoglobulin might interfere with sero-conversion to the
rubells and mumps components of MMR promoting further problems with 1its use. If
there was to be 2 catch-up campaign for MMR, with this vaccine being given to
four to five year clds prior to school entry, then at .this.time, the mmber of
children considered requiring immuncglobulin on the basls of previcus
convulsions would be very much higher, as 95 per cent of febrile convulsions
would have occurred before this age. JCVY had recommended that the
‘adwinistration of measles specifie immunoglobulin should step with the
introduction of MMR vaccine. commented that op such mattars ARVI
would accept the advice of the referring Committee and TEMMSENMENG reminded the
Committee that the new edition of the Memorandum would cffer an alternative to
measles Ilmmunoglobulin with other measures for the avoidance of temperature
asgociated convulsions.

8. Tmmunsation and AIDS ~ ARVI/87/

RN rcported to the meeting that JCVI and EACA had produced advice
concerning immunisation in HIV positive individuals and the summary of the
advice, that live vaccines may de used in HIV positive individuais if
asymptometic {except BCG and smallpox) and that symptomatie HIV sufferers should
not recelve live vaccines would be the basis of & CMO/CNO letter. The guidance
~on Yellow Fever was being concluded.

g e el
9. . For Information N
e L ‘, N
9.1 Netherlands Report on ARVI/87/19

Adverse Reactions to Vacelnes in the
National Vaccination Propgramme 1985

This was discussed earlier in the B¥éting (see item 5.3).

10. Any other business

There: wasipone. a3

11. Date of the next meeting

The next meeting will be held on Priday 2 October 1987 at 10.30an.
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COMMITTEE OF SAFETY OF MEDICINES/ JOTNT COMMTITTER OF YACCINATION AND IMMONISATION
JOTHT SUS COMMTITEE ON AIWERSE REACTIONS TO TACCIES AND DOTINISATION

¥inutes of the meeting held on Friday 2 Ootobsr 1987 at 10.30 em in
Room 16‘[111612 Market Towers

Present: Professor J Collas {Chairman} DHSS Dr D Salisbury {Assesso:
Sir <& Badenoch . Mr K Fowler {Secratary)
R ¥r 4 Akinyels
K : Mr J MoCracken
I B MeGuiness oo R Hann
Professer 5 R Meadow " B Rotblet
Ir ¢ Miller Ir A Scott
Dr D Reid
D S Wellace

1. Confidentiality and Announcemants

1.1 The Chairman reminded membars that the praceedings, papers, -
and information before them were confidential erd should not be disclosed.

1.2 The Chairman welcomed Dr Scott who had récently

% “_.1,..

joinad Medicines Division and was attending his
R s h‘:‘

first meeting of ARYI.

2. Apolozies for abaence

Apclogies had been received from Professors Banatvala, Brsckenridge,_
Hull Miller and Dr Bowie,

3. Minutes of the 1ast meeting
WR: e e Jr‘.-g,ﬂ
The minutes of the mesting held on 6 July had been circulated

and members amendments were noted, They were signed by

NIV IMPP

P




4, Matters arising from the last minutes

The following items ware discussed:

Item 6.2 It was felt that the second paragraph of this
headinz failed to reflect WM icvs and
SIPPPININNY 2: cherefore been asked to submit a summary

of Paper ARVI(8TIS relating to the NCES data discussed =zt

the meeting on 3 Qctober 1986,

ITtem 6.3 "Therefora® Ipara 2, line §) to be daleted.

Ttem 6.4 JCVI's Revised Gontra-indications to Pertussis

Vaccine

m reported that the discrepancy betuween JCVI

raconmendztions and manufacturers product licensss had been
discussed at CSM who had upheld JCVI's right te issue advics

to the profession.

Sir John Badenoch reported that a meeting was shortly to ba
held with the Pharmaceutiﬁal Industry to find common greund
on issues such as this. {ENNNEER stated that DHSS
Sdlicitors views of thisz discrenancy had been saughﬁ and 4uad
been zdvised that there was no obligation on JCVI's views

1icdenses When

to conform with the manufacturers produc

those views represzented the advice of expert medical opinion,

AN



5. Working Group oan Protocols for Treatment of Anaphylaxis

It was agreed that a Group would gsed! to. WaSEMuickly to

comyégg_%&ggese- recommendations for the Memorazndum or

alternatively, to distribute material by post. JSNRENENER

had already provided valuatle material for this purpose and

_ offered to send examplas of the material on

anaphylaxis to M .

6. Processging and use of data from the Register of

Adverse Heactions

L ) deswibe‘d“ e ctf‘aanses in data processinga d on quality
control which would fellow the introduction of new computing
facilities,. There would be fewer backlogs and the
oppoftuuityf‘or screening of individual peperts.

The example printouts of praported reactions were- explained

and the antlcipated futurs improvements discussad'

T. Suspected Advarse Reactions ko Vacecines R'eport on

Tellow Cards

mpres,ented a paper which discussed some of the

aspec'ts cf‘ analysis of the Yellow Card data- and identified

other epidemiological information which cg

-be considered
in association with the adverse reaction :}';epo'-r:'ting.
é‘.ample printouts of summaries and analyses of reactions were
available, mreminded members that the role of
ARVI was not to consider the wninutiae of vagcine reactions
and expressed a wlsh that there should be sui;at-nary of data
rather than discussion of excess material. m
3




asked if analyses were possible according to manufacturer

and Mquestioned the delays in reporting

and coding. These points were answered by NG,

3ir John Badenoch commented that generzl practitioners should
be aware of the need for specificity of v&%ine and ¥2ccn

andJNNINOR agreed 0o ANVESTLEETE thi s,

8. Vaccination and Cot Deaths in Ferapective

There was discussion by the Committee of the raperts made

available on this topic andWidﬁ&Ei-f’i’@ﬁ the

need for the present information, that there did not appear

to he g c¢ausal ralationsr;ip. between pertussis immunisation

and SIDS,to be disseminated and suggested the Foundation for the Study of
Sudden Infant Death could promete the §resent knowledge.

* noted that there was a methodological problem

prsventing_ the conclusion that pertussis vaccination was

protective againat sudden infant death | gsyndrome as those

risk ractors for sudden infant death syndm:ﬁe may-overlap

Wwith the contra-indications for vaceine and this issue had

- ;!._M'w'.(: EERE A
not been dealt with in the submitted papers. m

questioned what risks were common to contra-indications and
s105 and QMMM nentioned facters such as ill-health and

soclo-economic issues which inhibited pertussis immunisatien.




9, Intestigation of the effects of influenza vaccine on

drug metabolism,

This paper and. its conclusions were noted. Merieux plan te
study the effects of theophyllinewith their influ=n=za vaccline

and then submit data.

10, Reactogenicity of Meningococcal 4 and € Vaccine in

32 population of United Kingdom school children

This paper was digcussed énd members noted that
meningococcal vaccines still were without product licence,

. NN (cscribed the consequences of the outbreak
of Grqup A meningococcal infection in Mecca, with cases in
thié country and a huge demand for vaccine, i CMO letter
had been sent to all doctors advising them of the approprite

use of meningococcal vaccine 1n September.

1. Daigs of Mectings in 1943

I% was agreed that the Sub Commities should mee$ on two occagions during 1988,
on Tussday & March, and Friday o September, and not as previously notified.







JOINT  SUB- COMMITTEE ON ADVERSE REACTIONS To VACCINATIGN AND
IMMUNTSATION

Nutes of the meeting held on Tuesday 8 _hrg* 1988 at 10.30am

iz

- noom 1612, Market Towers

resent Professor J coliee {Chairman)
Professor J E Banatvala
Or N Cavanagh
Dr J Cameron Bowie
Dr P EM Fine
Professor & Hyul)
Professor D ¢ McDevitt
Or 8 W McGuiness
Professor 8 R Meadow
Professor D L Milier
Or E Mitler
Dr D Reid

DHSS br
Mr
Or
Dr

M Salisbury ~ ASsessor
Fowler - Secretary
Mann

Rotbiat

Mo xR

1. Confwdent1a11tz and Announcements

B i L AL S )

1.1 The Chairman reminded members that the proceedings,
Papers and information before them were confmdent1ai and’

should not be disclosed.,

1.2 The Chairman announced that this was the last meeting
of the Sub-Committee which would be attended by or Mann, the
Medical Assessor of the C8M’'s Adverse Drug Reactien Section,

because he would be ret1r1ng at the end of the month. The
Chairman and members extended thefir thanks to Dr Mann for
the work and advice he had given the Sub- -Committee and

wished him well in his ret1rement




2. Apcleqies for Absence

Apologies had been received from Professor Breckenbridge, 8ir

John Badenoch and Dr wWallace,

2. Minutes of the last meeting

The minutes of the meeting held on Friday 2 October 1987 were
signed by the Chairman as a true record of the meeting after
adding Professor McDevitt’s name to the 1ist of anctogies for

.absence,

4. Matters arising from the Minutes

4.1 Item 8.2 of the minutes of the July 1987 meeting -

Wmdraft of this paragraph (ARVI/88/1) was

agreed by members and replaces the previocus draftt.

4.2 Item 7 (Octobér.1987 minutes), paragraph 2 - Dr Mann
1 reported about the CSM proposal for a pilot study to involve
community pharmacists in the reporting of adverse drug
reactions, which he thought would pick up information of the

kind required.

4.3 TItem 11 - the Chairman brought the attention of members
to the date of the next meeting which will be Friday 2

September 1888,




5. Tfegtment of Anaphylaxis

tha section on Anaphylaxis from the Forthcoming edition of the

Memorandum “Immunisation against Infectjous Digease" .had been

made available to the Committas. The Anaphﬂ#ﬁ&qa~-attnoﬁ had

been written to incorpeorate the recommendations of m

“: SN - o m The Committage

recommended that this section should be made available to the
British Nationai Formulary who May wish to include i+t in

subsequent editions,

8. Report of Yellow Card Data

There was considerable discussion of the information on Eeactions
to vaccines during 1387, mcommented that this format
of tﬁiﬁ data was more Bppropriate for the Committee’a heeds,
provided that the - Committee's attention could be drawn to any
important or Unusuai reactions; The frequency of adverse
reactions to influenza vaccine was noted, parhapS'ref?ecting the

age and jli-health of the target recipients and Jovi may wish to

groups. m asked if information could be made

available on the timing of convulsions in relation to

[rmenisazion. RN = AR - o o,

L T
B 15 T R e e e

the Committee on interpretations or comparisons when there was g




significant degree of under—reporting. The figures were accepted
Ao

as being usefy? for alerting ARVI j{ evolving problems.

7. Adverse Beactfong Surveillance

W introduced his Paper on adversge reaction

dance as a spontanecusly gener S

ot a criticism of praldnt i .""He expressed anxieties that
since the Tcss'of pubtic confidence 1in pertussis vaccihe, the

public had become far more critical of alj YAccines. He

{(a) There was g need for good and adequate reporting of

adverse drug reactions with control data where available,

(b) .The Committee had reservations abdut Patient generatag
data often involving event Feporting, endorsed the need for
dactor generated repoerting and noted tﬂg}fesource

implications of any new scheme. Existing facilities were

acknowledged such ags the Red Alert Scheme., P




ARVI secretariat who could co-opt other expert advisers tn

then provide advice for JCVI ang CSM,

{d) The District Health Authority Immunisation Co~
ordinators wers identified as individuals who may have an
important rolas in adverse reaction surveiilance at district
level and the possible involvement of CDSC/CDC was

identifisd,

(@) SN -0 11 L submitted to JOVI as

800N a8 possible.
3. MeasTeg, Mumps, Rubella {MMR} VYaccinas

(a) '—-reported to the Committee on the steps

which had bean Undertaken and were to be implemented in he

T MMR The Distriect

A e

near future for the 1ntro§§£$j.
'Immunisation Co~ardinators Ead been tdentified as essential
links in the disseminaﬁion of information to atry fhose
professionals involved 4n mmunisation in each District,
The Co-ordinators were all due to attend a meeting at DHSS

on 15 March to'discuss the imh1ementation of MMR.

k) M Spoke on the MMR trials which had bean

carried out using Health diaries on approximately 5,000

children 1in Fife, Somerset and North Hertfordshire, There
M,

had been no prob]eijntroducing MMR into these districts

and there had been a 90 per cent résponse from patients to

5




take part. The rate of canvulsions in Somerset was two per
1,000, similar toc the rate of convulsions after measles
vaccine in the original MRC trial. Parotid swelling was
AN
noted{gt approximately one per 100 childran. The peak §<
incidence of fever occurred eight to ten davys aftsr
immunisation. Professor Hull spoke on the MMR trial in
_ agoeuis
Nottingham and noted local concerns ezﬁthe potential ?Q

infectivity of the mumps component of MMR o suscéptib1e

contacts. He was assured that the mumps vaccine virus is

net transmissible.

{c) Five cases of mumps encephalitis following MMR have

been repc?ted from Canada. Four of thesa cases definitely
et ree
followad the use oi{Urabe 9 mumps virus

}B‘”“-?M l'aiﬁl’”

ﬁﬁmdfthe fifth probably did. This corresponded to a frequency of

-one per 100,000 doses and no sequelae had been reported in
the sufferers. SR -1 discussed the incidence of
mumps refated complications from MMR with the Communicable
. : it i .
Disease Center, Atlanta, whose data ﬁﬁ& unfortunately only ?ﬁ
“superficial on this issus. In the Unitad States, Jeryl Lynn
muUmps virus 1s Included in MMR but no data‘ﬂgs avaijilable on
parotitis falleoewing MMR and many of the reportad
neurological complications were clearly related to the
£ )
measles component, Twa manufactufefs have applied for
o
Product Liceni?s for the United Kingdom and both their ><
vaccines contain Urabe § mumps virus, One manufactursar

already had a Product Licence for vaccine containing Jeryl.

vk




‘Lynn’ mumps  virus. Aftsr discussion, the Committee feailt

'that the rate of adverse'reactions to the mimps compohent of

ikf Jeryl Lynn containing vaccine should be carried oyt using

the same health diaries as the present trial,

-

The rewriting of the 19sg editian of thewﬁgﬁgﬁggggm "Immunisation
against Infectious Disease™ had been comgiéted and the material
Submitted to the printers, The publication was expected for mig-
April. The Committes recomménded that the Memarandum shoulid have

the widest possiple distribution.

6. MMWR 36 Number 1§ “Pertussis Immunisation™

This MMWR article had been distributed to Committes members for
information. Thé ACIP had stated that a family history of

convuisions should not be & contra-indication to vaccination with
diphtheria and tetanus toxcids and pertussis (DTP) vaccine, In
addition, the aAcIp believed that antipyretic use in conjunstion
with DTP vacCination may be reasonable in chiidren with personal

cr family history of convulsions,




11,

H)

ode of Conduct Disclosure of Interests

IR introduced this paper and explained the relevance of
the proposed Code to Sub—éommfttee members. He briefly outlined
the changss in the redrafted Code which members wera being asked
to consider, and which would be re~submitted teo Minisﬁars in due
course. Some concern was expressed about the proposal to publish
members’ declTared interests in the Cc:mm'itt.ée’s Annuat: Reports,
and it was explained that thié was the spescific request of
Ministers. - invited any members who might have
uncértainty about what they should personally declare to contact

him or Aileen Simkins, the 5ecretary to the CSM,




- JOIRT. SUB~COMMITTEE ON ADVERSE REACTIONS TO VACCINATION AND IMMUNT SATION

Minutes of the meeting held on Friday 6th Dotober 1989 &t i0am in Room
1611712, Market Towers
Present: Professor J G Collee (Chairman}

Professor J B Banatvala :

IDr C Bowie

Dr E Miller

Professor § R Meadow

DH: Dr D M Salisbury (Assessor)
Mrs J P Alderman {Secretary)
Dr 8 Wocd a
- Dr F Rotblat

Mr P A whitbourn
Mrs S Thomas
Dr E Rubery

SHED: © Dr C A Thores

lﬁ_chfidantialitx and Announcements

1.1 The Chairman reminded membars of the particular confidentiality of the
proceedings of tha meeting, as information from companies and patients"’
clinical details were to be discussed.

1,2 The Chairman welcomed Mrs Aiderman, Dr Rubery and Dr Thores.

2;-3261091&5 for Absence

2.1 Apologies had been received from Dr Cavanagh, Dr McGﬁiness, Dr. Pine,
Professor Hull,'P;afessor_Miller, ?rnfessor_areckan:idge and Dr Reid.

242 Dr'Sélisbury_was asked to write to members polnting out that ARVI
depends on Iepresentation from its members: wide spread of specialties anc
knowledge, and their attendance is of real importance to the work of the

Sub-conmittes,

3. Minutes of the last meeting - . _ - ATy
=S4t OF tae last meeting . _

Aftar correction of Some typographical errors, the minutes of the meeting
‘held on Friday 3rd March 158&s wers signed by the Chairman ag a true recoré
©f the meeting. _ : ' . ‘

4. Matters arising

4.1 Adverse Readtions Surveillance (item 4;1)- W 26vised that
active surve llance of MMR vaccine 3in Somerset had just started.

JdCVI has been reassurad by the ohservation that there .

am anaphylaxis following .childhood vaccination over 11
had approached OPCS to See whether any death

Tertificates over the same time pericd had mentioned anaphylaxig following

childhood vaccination. None had, Was congratulated on taking

this initiative. The next issue of the "Green Book" would appear soon '

a¥ter changes had been approved by JCVI in early November. The removal of




adrenaline should be "at doctor’s discretion® was endorsed by the meeting.

5. Measles, Mumps and Rubella Vaccine

5.1 Vaccine supply and uptake information

1+ wae noted that dlstribution of supplies gives a reasonakie indication
of the use of MMR vaccine, and on this basis (which was justiiled in
discussion) 3 years' worth of vaccine had been used in one year. The
meeting felt that the present drive and initlative should be encouraged.
The experience from the USA is that vacclnation at school age is too late
to eliminate measles. It was also noted that the SKF vacclne (containing
Urabe mumps strain) has nearly all the UK market sghare. This might be
attributed to the fact that the Wellcome product {made by MSD and
containing Jeryl~Lynn mumps strain) hurts at the injection site and has a
shorter shelf life at room temperature.

5.2 Neurclogical yeactions

5.2.1 Members attending this ARVI meeting included a Professor of
Pasdiatrics, a senior Epidemiologist, a senior Community Medicline
Specialist, a Professor of Virology, and cther experienced professional
with special interests in this field. The details of 19 cases in or
~alating to the UK were considered, to the end of September 1583, and
these had alsc been checked by a search of the yellow cards. The following
agreed criteria were applied to the assessments: likely oo
associatien=isolation of mumps virus 15-28 days after vaccination, with an
appropriate clinical history; possible=cliinical history with or witheut.
positive CSF cytology and an acceptable time course; negative=noc such
avidence. The findlngs were:. 3 likely associstions, ® possibles and 7
negative associations with the mumps component of the MNR vaccines in
current use in Britain.

5,2.2 These preliminary conclusions are to be reviewed with reference to
further information that may be available. It would be important to follow
up certain aspects of virological investigations and other cobservations
relating to the local circumstances in some cases. Further information
needed to be sought from Professor Anthony on histopathology in the Exeter
case, as the reported pathology had not resembled that of vaccine damage
or varicella encephalitis. ' _

5.2.3 The risk, assessed on the basis of the numbers of affected cases'
from whom mumps virus had been lsolated (in relation of the assumed
numbers of doses of vaccine given} seems to be of the same order as that
accepted for polio vaccine, and in the worst analysis considering the
likely and possible cases, the risk would be 1 in 200 000, which is s=till
less than that found in Canada. : .

5.2.4 Special consideration was given, at the reqguest of SHHD, to a case
feom Glasgow o%hqulylgsas._This was a fiscal case and as such was higly
~snfidential., Ddubts were expressed about the cause of death of this
child, and while 1t was not possible to give & clear judgement, it was
Felt that there was unlikely to have been a causal relationship with the
vaccine and that this wae an unusual case. The letter from JwnSSNREED
had left the matter open, and it would be reasonable to ask fqy further
information as to the famlly's circumstances, social history, the child's
and -the family's previow ;mggggg%%ﬁéstory, and for a detalled account of
the viral investigation Znd timecourse in light of the negative virology.
The existence of bronchopneumonia of 12-24 hours duration needed to ke
clavified in the face of the other evidence of sudden death, and anxiet,

25/



- Was expresged over the retinal haemorrhages., This was difficult to relate
to meningoencephalitis in & child of thisg age. It would be reasocnabie to
ask to expand on the view that the cerebral changes were similar

5.2.5 report had mentioned that the lesions were not
aestructive and were thought to be minimal. Expert opinion should be
-#ought a5 to whether minimal Cerebral lesions were judged to be compatible
with significant effeots.

5.2.7 Twe drafts for suggested gtatements were tabled and examined, and
amendments to the SHHD version were agreed. The amended version is at
anhex A. Any statement would be issued only with the rrior approval of csp
and JCVI, who would be guided by SHHD with reference to the Eiscal

Proceedings,

5.3 Oral report of meeting with-NIBSC

NIBSC are now able to sequence mumps virus, to distinguish between wiigd
- and vaceline~related strains, and to distinguish between Urahe and
Jeryl-Lynn vaceine strains. PEENNEN. ould obtain further samples using
saliva from patients with symptoms of wild disease and from those with -

PoSt-vaccine parotitis., NIBSC were thanked for this most significant

5.4 Death of child:report

‘The meeting was provided with the details of a child frem Clacton who had
Gaied 12 daye after MMR vaccination. No evidence of either death from-

meningoencephalitis or from MMR related conditions was found. an echovirus
had been identified, _ :

5.5 Material from manufacturers .

A summary of the Canadian experience and a papar from Germany were
- eXamined, and the baucity of data from the Us wags noted. The help of SKF
was appreciated, and a letter from VEERENNE, vou1d ke
sent, ' '

5.6 Publications 6n'MMR

Copies of various manuscripts currently in the bress had been mage
available to members. Thesge were of great use at this stage of the
sSub-committea's deliberations. '

6. Extract from Mevler's Side Effects of Drugs, 11th edition, 1988; |
Immunobiclogica Preparations, Dittman S f
SRS cs thanked for this updated extract.

7. Any other business

7.1 0NN commented that there should be ongoing svaluation of
MMR-related neurclogical events so that the fullest information is
available to set against instances such as those discussed at this

neeting.,
25t
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7.2 The meeting thanked SR 2nd expressed gratitude for his
courtesy and efficiency a= ARVI Chalrman.

8. pate of next meeting

Friday 23rd March 13890, at 10am.






“FOR SHHED ANNEx A
' IN CONFIDENCE
RETORT OF DEATH OF 16 MONTH OLD CHILD

In July 1988 = 16 month old child wae found serisusly ill by his parents
and subseguently died. The cause of death was certified as "mot
ascertained" although there was evidence of bronchopneumonia and

" aspiration of gastric contents.

The child had received MMR vaccline five days before his death and had
apparently been well following vaccination. However, post mortem
examination reveazled evidence of minimal brain changes of a non specific
nature snd the possibility was raised that these might have been
vaccine-related.

The case was therefore reported to the Subcommittees on Adverse Reactions

to Vaccination and Immunisations {ARVI), a group of experts who advise

both the Committee on Safaty of Medicines (CSM) and the Joint Committee or
Vaccination and Immunisation [(JCVI). ARVI have considered all available

" ¢linical and biological data carefully and 4o not consider that there iz

evidence to support a link between MMR vaccine and the cause of death.



PR,




JOINT SUB~COMMITTEE ON ADVERSE REACTIONE TO VACCINATION AND IMMUNISATION

Minutes of the meeting held on ‘Thursday 7th Marchk 19550 at 1.30pm iﬁ Room
" 119 Hannibal House

Prasent: Professor A Breckenridge (Chairman)
: D P Fine'

Professor A Campdaell
Dx E Miller
Professor D Miller
Dr D Tyrrell :
Professor D McDevitt
Dr P Minor
Professor F Earris
Dr D Cavanagh
Professor J Banatvala

Dr D Balisbury (Assessor)
Mrs J Alderman (Becretary)
Dr 8 Weed :

Mrs 8 Thonmas

Mr P Whithourn

i

Welsh Pr K Richmend
affice '

1. Anncuncements and confidentiality

The Chairman reminded members about. the confidentizlity of the procaeading
of the meeting, and askedsthat members notify him and the Secretary ir
they proposed to publish papers of relevance to the work of ARVI.

2. Welcome . to newv membars

Professcr Harris; Dr Minor and Dr Tyrrell were welcomed to ARVI.

3. Apolegies for absence

- Apologies had been received from Drs Bowie, MoGuiness, Reid and Kennedy.

4. ¥iputes of the last meeting

.These were agreed, 4.2 being amended $0 as to read (lines 1-2)...there
were no known daaths from anaphylaxis, :

5. Matters arising

From 4.1- The surveillance of MMR vacclne in Bomerset is unlikely to
detect issues of concern Preblems exist with under-reporting.

6. Adverse reactions to MMR vaceine

Background paper ' :
3 vaccines are in use in the UK, manufactured by S8KF and Merieux {using
Urabe mumps strain} and MSD/Wellcome (using Jeryl Lynn strain). The SXF




Urabe mumps virus is grown in chick fibroblast culture, the Merisux mumps
virus grown in chick amniotic fluid. It was noted that the BXKF product ha
mest of the market share, for the reasons described at the last meeting.
Tn Canada, the MSD vaccine had been used exclusively. Following the
introduction of the SKF product, cases of meningoencepbalitis had been
reported. When distribution of the BEF vaccina was halted, no further
cases of meningosncephalitis were reported. The Merieux preduct is used
extensively in France, but the company have stated that there had been 1o
. wvirologically proven cases cccurring thers, to date. :

It was suggested that, due to different reaction criteria and methods of
data collection, reporting in different countries should net be comparsd.

6.1 Measley notifications to week 7 1950

Notifications of measies have decreased since the introduction of MMR
vaceine. It had been anticipated that 1950 would be an epidenic year, but-
to date 1000-2000 fewer notifications had been received each week than in

previcus epidemic years.

6.2 Bupply of MME vaccire and ADRs to manufacturer

Graph B- Two cohorts of patients in thke 12=15 months and 4=5 years age
groups were represented, and 100,000 doses had been supplied per month. I
was felt that distribution reflected use. There had been a surplus supply
over calculated demand, and this may have represented use in age groups

between and akove those targetted. It was likely that demand would
decrease in the next 6 months. :

graph C- Figures had heen eobtainad from BKF. The progressive distribution
of vaccine was noted. The smaller increases in June and July 1989 were
attributable tc a batch failing at NIBSC. wnSEEMY asked whether
authorities were using MMR vaccine in place of rubella vaccine, but this
is not being done, one possible explanation being that MMR is 5 times
daarer. _

¢raph D~ The 1afge degree of under-reporting was noted. This graph matche
the chart at C.

6.3 Review of MMR ADRs ‘ _ o

&.3.1 The following eriteria had been applied %o the assessments:
Definite=virus isclatea from CSF, time course of 14-28 days; L
Fossible/probable=Cells isolated from csP, no virus in C8F, acceptable
time course. Symptomatic reports were defined as those mentioning
meningoencephalitis with hospital admisaion. It was considered that
inoreased loczl awareness had a bearing on tke clustering of origin of th
reperts. It was agreed that, in future repert dates, raferance number and .
age of c¢hild would ke added to the data tables,

€.3.2 One case of bilateral deafness had been reported, and coded as
wpossible®, This was an atypical reaction, and there was no proof as to
the presence of meningoecephalitis. The wild mumpa disease may cause
unilateral deafness, anmd 2 reports have been received of unilateral
deafness follewing the MsD vaccine. There have been no reports in the
medical literature of biiateral deafness following MMR.



€.3.2 A fatality had been reported from Exeter. The histolegy had not
supported varicella or cther encephalitis. This case had been discussed a
the previous meeting, and it was decided that it should remain classified
&35 "possible., _ :

€6.3.4 Tha case reported from Maidenhead was uncexrtain. Lynphdcytes vere
present in the CBF, and there was the possibility of the existence of
neurological problems, which may have preceded vaccipation.

§.3.5 8ince the paper was prepared, two nore “possible/probable” reaction
bad been reported on yellow cards, one virus positive c¢ase from Oxford,
and one reported vigﬁgyﬁﬁggigiggﬁgaediatric.Squgh%%ggggﬁ?nitf | |
€.3.6 It was suggested that this information should be publicissed more
widely, and agreed that JCVI should be provided with this informatien fro
ARVI, with the additional details as mentioned in 6.3.1. JCVI ware to
publish deiails relating to fragquency of reactions.

6.4 Report from Japanese National Institute of Eealth

§.4,1 Pollowing introduction of MMR vaccine in Japan, a close study had
been made of adverse events. This study received high publicity, which

lead to increased reporting. Premotion of the vaccine was then stopped in
Japan, although it ramains available, Differences in the measles (this is
of higher potency) and rubella straine exist between the products used in
Japan and the UK, although the same Urabe mumps strain is used, but at a

-higher do=e,. : - '

6.4.2 It was noted that the incidence of meningoencephalitis in Japan haa
been 1 in 100,000 before the increased publicity, whereas afterwards the
incidence had risen to 1 in 8000. Clarification was needed as to why this
had occurred, and it was suggested that lumbar punctures might have been
carried out on all admitted patients including those who were -
asymptematic, which would not have been done. in the UK.

§.4.3 The Comnmittee agreed that the problem in Japan seemed to be of an
increased order of magnitude to that seen anywhere else. This may be due
to different reporting/investigating criteria or some local factors. The
Committee felt that present surveillance would detect such problems if

. they were oceurring in this country at levels sufficient to produce
significant symptoms, The Committee endorsed the present MMR programme an
felt that there were not sufficient indications to make changes at
present. The situation will require careful monitering and review.

€.5 MMR surveillance in the UK- BESU protocol

This information paper was noted. The project is now rumning, ard two
report cards had been returnsd, recording rgactions not reported -
elsevwhersd, or on yellow ocards. This suggested that the study had raised
awareness of adverse reactions. It was felt that, at present, a general
study relating to 21l vaccines would not ke helpful. Future meetings will

be kept fully updated on progress.




‘6.6 Report from NIBSC

It was noted that NIBSC are able to distinguish between wild and vaccins
virus types, and between Urabe and Jeryl Lynn vaccine types.

6.7 Published reports on MMR ADRs
Thiz paper was noted. '

6.8 Letter from NN

This was noted.

7. Article CRNNESENNNEN and letter GNINEENNSENNENY :in Lancet

These were noted.

8. Any other business

The new immunisation schedule was due to start in May, and a new edition
of the Green Book was to De published shortly.

9. Date and time of next meeting

Menbers would be sant a list of dates to select the most puitable for the
~ Beptember meeting.



JOINT SUB~COMMITTEE ON ADVERSE REACTIONS TO VACCINATION AND

Minutes of the meeting hald on Monday 17 September 1990.a%

I 1SATION

Pregent:

oty

1.30pm in Room 85 Hannibal House

Professor A Breckenridge (Chairman)
Dr Bowie e
Dr Cavanagh

Dr P Fine

Professor F Harrls

Dr Rennedy

Professzor MobDevitt

Professor I Miller

Dr E Millex

Or D Salisbury {Assessor)

Mra S Thomas (Tempsrary Secretary)
Dr J Rilton

Dr F Rotblat

br E Rubery

DY P Waller

Mr P whitbourn

1. Announcements and Confidentiality

The Chalrman reminded members abour the confidentiality of the
~ proceadings of the meeting.

2. Welcome to New Members

Dr Colin Renpedy,bBr Patriek.Waller and Dr Rileen Ruhery wers
welcamed +o this ARVI meeting,

égologies for absange

Apologies had been received from Rr Banatwala and Dr Wood.

4. Minutes of ﬁhe_ggst Meeting

Members had only received rthe minutes at the meeting,so that
they were not akle te agree them. Members wera asked to forward
any comments back to Dr Salisbury.




5. Matters Arising

There were none from the minutes.

. 2 cked whether there had been any feedback on & paper he
submitted te JCVI 18 months a2ge on 'Sygstems of sSurveillance', Dr
Salisbury recalled the paper, but thought that it had juat bheen
noted, would investigate the matter and coavey his
findings to ,

6. Ad\_ferse RBeactions to MR

There sra curreantly three vaceines in use in the UK,
manufastured by SmithKline Beecham and Merieux {using Urabe
mumps Strain) and Meh, distributed by Wellecone {(using Jeryl Lynn
strain). It was noted that there had been consistent reductions
in the norifications of measles, mumps and rubella since the
introdustion of the MR vaccine. This was welcomed.

6.1 Measles, 'r-mmps and Rubella Notifications

Graph A ~ The notifications of measles have contimied to
decrease since the introduction of MMR vaccine. Desplite
anticipations, there had been no epidemic of measles this yesr
and preasently netliflcations were less than three hundred sach
week. . :

Graphh B - Again, the mumps notifications were declining rapidly.
Reporting to the RCGP Sentinel Surveilllance Scheme also showed
similar reductionz. This was found to be a very encouraging

sign.

6.2 Supply of MMR Vaccine

It was noted that SEB ztill held the larger share of the market.
The MSD/Wellcome vaccine was found to have last ground and ‘
Merieux have now taken over thase lost sales from MSD/Wellcome.
There was no hacklog in £illing orders f£rom health zuthoritles.
The type of vaccines supplied was decided upon by the ordering
pharmacist within each Regional Health Authority. It was found
that the Adistributors prefarrsd the SKB/Merieux varieties for
posting long distances, but for vaccine which was required mozxe
locally, the Aistribhutors used the Wellcome vaccine. The time
out of the fridge that manufacturers allowed for thelr vaccines
was longer for the SKB and Mernieux products. '



6.3 Review of Cases Reported on Yellow Cards

6.3.1.The follawing criteria had been applied to the

assessmentss :
DefinitesVirus isolated from C¢SF, time course of 14-28 days;

Possible/probable=Cells isolated from CSF, no virus in

CS¥, acceptable time course, '

It was noted that there were 10 definite cases of
meningitis/encephsalicis. It was likely that local awareness had
a hearing on the clustering of cases in the origin of some of

the reports.

6.3.2. One case had been reported from Cambridge. The patient
had received the Jeryl Lynn strain of single antigen mumps
vaccine. After five weeks the patient was reported te have
developed mumps meningitis. No CSF was obtained in this case,

6.3.3. It was considered that the clustering of cases in Crawley
was a result of increased local awareness. However, one of those
cases had actually heen vacaipated in Scotland and had baen
taken ill in Crawley. The clustering of cases in Kidderminster
was alse nated, These will be investigated further.

£.3.4. It was noted that the mumps viruses cbtained from two cut
of the three cases from Nottingham were sequenced and showh to
be vaccine related. The patients had all been vaccinated £¥om
differant batchas and 4id not live close te aach other. These
.patients were not sevare clinical cases.

5.3.5. One case of bilateral deafness had been repeorted, and
coded as possible. This was an atypical presentation of mumps
related deafness, and there was no evidence as to the presence

of meningoecephalitls,

6.4 Report frem BPSU Study on Neurolagical Reactions following

MMR vaceine. .

JEERREIN, reported on the BPSU scheme for reporting reactions
following MMR vaceine.. Reporting started in February 1980. There
bad been 19 cases reported to date of meningoecephalitis '
asgaciated with MIR vaccine.,

It was Found that two thirds of the cases reported to the BESU
had also been reported on yellow cards to the CSM. It was agreed
that it was important that all of these ceses were followed up.
SR informed the committee that a Research Fellow was
currently in post and all of the reported cases to elither CSM: or

BPSU, were now reing investigated.

Thera ars currently four avenues for adverse reaction repoxting
for ADRe following MMR vaccine; via the Yellow Cards,the BRSU
tcheme, directly to CDSC and through Labaoratory reports. 1t was




recognised that the use of such dats was limited for detalled
epidemiclogical evaluation and in arder to further validate
vaccine relateg illnesses, fuller studies would be required.

6.5 Article “"Charactexigtics of liive mumps vaccine ifn ¢urrent
uge® J Millstein

T™hizs article was noted. In conalusion it was pointed out thatr
the Urabe strain was more reactogenic bhut also moere immunogenic
than the Jeryl Lynn strain. This was re-inforced by information
fromiswedaa suggesting only &80% serceconversion using the MED
vaccine, )

It was noted that the introduction of mumps immunisation could
in theory shift the age spegific infection rates to older age
groups in whom the complicationa were greater; naevexrtheless,:the
gains from the progressive reductions in mumps illnesses
outweighed such concerns. This observation was supported by
praf, Anderson's work on medelling of mumps infections and

immunisation.

6.6 Draft article “"Aseptic meningitis as a _complication of mumps

vacgine' A Sugiura st al

reminded members that this paper was confidential
and not for publication.

This paper highlighted the increased numbers of isolarions of
mumps viruses from the CSF following the promotion of MMR
vaceine in Japan. The paper conflrmed information from Japan
previously disclosed to ARVI. The Committee found it mest
‘reassuring thet there had heen no sequelae fram these casea of

meningitis.

&.7 Conclusions

_Thus ARVI's conclusions on the present position concerning-Aaﬂ‘sm__zﬁ

o

to MR vaccine are as follows: \ g

6.7.a The impact of the MVMR programme has Rean most sueccessinl
" in achieving considerable reductions in the target
diseases; mumpe elimination is a realistic prospect in
the near future. '

6.7.r After intemse demand for vaccine, and matching frequency
 of ADRe, {see last ARVI meeting), vaccline distripution .
is now less, despite three products being available. -
Rach of these incorporates either different mumps
viruses, or uses different culture techniguas.




6.7.c There has been no increase in the rate of reports of
either definite vaccine associated cases ox R
probable/posaible cases. whilst the rate should remaln
canstant, it is anricipated that thé numbar will fall as
vaccine use declines to & steady rate. '

6.7.d It is likely that the SKB Urabe & vacoine iz more
reactogenic and more immunogenic than the MSD Jaxryl Lynn
styain. This is supported by anecdotal evidence from
Swedin suggesting only 80% sergconversion using the MSD
vaccine.

§.7.e The BPSU scheme i= providing excellent survelillance to
supplement reporring to CSM.

6.7.f This sentence was amended by the committee ta read
rrhere should be no change in the present ,
recommundations or supply of WBIR vaccine on the evidence
available to us at the present time'.

7. Revieﬁ of adverse reactlions following hepatitic B vaccine
This paper was noted.

8. Review of adverse reactions following influepza vaccine

This paper was noted. It was also agreed that there should ke no
further addition of text:t tQ that which alrxeady appears in the
memorandum “Immunisation sgainst infectious Diseases 19%0%,

9. Any other Bu_s;:g' €55
None .

10, Date of Nert Meeting

The pext meeting wauld be in siz months time, MNembers were
advised that they would be contacted to agree a suitable darse.

%







