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JOINT COMMITTEE ON VACCINATION AND IMMUNISATION

" JOINT SUB-COMMITTEE ON ADVERSE REACTIONS TO VACCINES AND

IMMUNOLOGICAL PRODUCTS

Measles Vaccine - "Early Onsét"fAdverse Reactions

1. Introduction

In the Summer of 1983 the Committee on the Safety of Medicines (CSM)
received a small flurry of reports of anaphylactic and similar
reactions occurring immediately after measles vaccination. These
appeared to be associated with a particular batch (1M88 M44) of the
newly marketed Rimevax (Schwarz strain) vaccine. Extensive
laboratory testing carried out at the National Institute of
Biblogical Standards and Control in the Summer and Autumn of 1983
did not reveal any untoward findings (Appendix 1). In particular,
the vaccine in this batch did not have a raised protein content, no
bacterial can%amination was detected and the only antibiotic found
- was neomycin, in trace amounts as expected. High pressure liquid
chromatography tracings were similar to other batches of the same
product. Similar adverse reactions were subsequently noted also to
occur infrequently with other batches of this vaccine. These
adverse reactlons were initially reported to ARVI in October 1983.
Since then similar reports have been sparse until this Summer when
a further four reports were received. Two recent reports occurred
among three children vaccinated in one session with vials of:

batch No, M93Q 44A., Rabbit pyrogen tests on samples of the vaccine
and the diluent of this batch were negative. However, the limulus
amoebocyte lysate test was positive. Further tests are being carried
out on samples of this batch.

Similar adverse reactions which have occurred in Australia, mostly
_in association with Rimevax, have been termed "early onset reactions”
to measles vaccine. This paper further considers these adverse
reactions and similar reports from other countries in an attempt to
establish whether these recent reports constitute a new phenomens
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and whether a particular period of observation following measles
immunisation is necessary as advised in Australia.

e Australian Heports

In 1981 Van Asperen et al described three Australian children who
had experienced reactions which had begun within 30 minutes of
vaccination with Rimevax. Initial symptoms included vomiting

(three children) and cyanosis (two children). All three children
later developed other symptoms such as fever and rash which resolved
in a few hours. Prior knowledge of this paper (Appendix 2) prompted the
Australian Adverse Drug Reactions Advisory Committee (ADRAC) to
review the reports it had received during the preceding 18 months.
It found six similar episodes which were mentioned in an L
article accompanying the paper of Van Asperen et al (Appendix 3).
Subsequently a further nine similar cases were reported to ADRAC
making a total of 15 submitted between February 1980 and March 1982,
excluding the three cases published by Van Asperen. An account of
these reactions which occurred within 30 minutes of vaccination was
published in the Medical Journal of Australia in November 198%
(Appendix #) and were termed "early onset reactions".

. In the ADRAC cases the most commonly reported feature was an acute
change in skin colour, usually described as cyanosis, which occurred
in 10 of the 15 cases. Coughing (in seven children) was the next
reported symptom; vomiting, signs of impaired central nervous
function (drowsiness, hypotonia and lethargy) and hypersensitivity
symptoms (coryza, lacrimation, urticaria and skin oedema) were each
reported five times. Respiratory difficulty occurred in three
children. Only two of the 15 children developed additional Symptoms
more than one hour after the onset of the early reaction in contrast
to all of the three children reported by Van Asperen.

The time of onset ranged from 3 to 30 minutes after the vaccination.
On at least six occasions the children had been taken away from the
vaccine centre before the onset of the reaction. In five of the

children, symptoms commenced more than 15 minutes after vaccination.



.vurteen of the 15 reports were associated with the Rimevax
vaccine, the only measles vaccine which is used in the Public
Health Sector in Australia. These adverse reactions were
associated with at least four different batches of the vaccine.
In none of these reports was there a documented history of
sensitivity to egg, chicken or neomycin.

3. Norwegian Reports

In 1980 Aukrust et al published details of a c¢linical and immuno-
logical investigation of "severe hypersentivity or intolerance
reactions" which had occurred in six Norwegian children immediately
after the use of a live attenuated measles vaccine (Mevilin). These
reactions were considered to be immediate hypersensitivity reactions
most probably due to allergy, although investigations did not reveal
the cause (Appendix 5). DNone of the Worwegian patients had evidence
of hypersensitivity to egg yolk or white, cows milk or calf serum.
Whilst trace amounts of calf serum proteins were demonstrated in

the measles vaccine, egg antigens were not detected by crossed
immunoelectrophoresis. Approximately 60,000 children were
vaccinated during the 18 months the six cases occurred.

4, Reports from other countries

The licence holder for Himevax has supplied a world-wide list of
"early onset" reactions which have been reported following the
administration of Rimevax. Apart from reports originating from
Australia and the United Kingdom, reports of two such adverse
reactions have been received from Botswana and three from Belgium.

5. Reports received by the CSM

5.1 An analysis has been carried out of the suspected adverse
reactions associated with measles vaccine which have been reported
to the CSM. Those reports with similar symptoms to those described
in the ADRAC cases and occurring on the day of immunisation have
been identified and classified according to the brand of the vaccine.
Three brands of measles vaccines are currently available in the UK.
Mevilin (Schwarz strain) became available in May 1968 for routine
measles vaccination of children. Between March 1969 and July 1981
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-«2vilin was the only available measles vaccine. In July 1981
Attenuvax (Moraten strain) was introduced to the UK. In October
1981 Rimevax,; another vaccine of the Schwarz strain, was marketed.
The numbers of the initial batches and total doses of Rimevax
distributed from each batch are given in Table 4. The clinical
Tfeatures of the cases under analysis associated with Rimevax have
been tabulated in Table 2. This type of reaction has not yet been
reported in asgoclation with Attenuvax. The_clinical‘features of
the cases associated with Mevilin have been tabulated in Table 3.
It is probable that a further analysis of adverse reactions with
other symptoms reported to the CSM prior to 1981 will reveal
additional reports associated with Mevilin which could be classified
under the heading of "early onset” adverse reactions. Further,
there are a number of reports where the brand of the vaccine is not
stated but the time of administration is such that the brand was
almost certainly lMevilin. However, in view of the recent marketing
of Rimevax, most if not all of the adverse reactions associated with

Rimevax which were compatible with this "early onset" reaction have
been identified.

5.2 Suspected "early onset" adverse reactions associated with Rimevax

Clinical éymptdms and signs

Fifteen reports have been received which are compatible with the cases
reported in Australia (Table 2).4As in Australia an acute skin colour
change is the most frequenfly reported (nine cases), usually either
as cyanosis or mottling of the skin. In six  of the reports
anaphylaxis or an anaphylactoid reaction was either reported or
Judged by the assessing doctor to be present, often with hypotonia,
and in a further two reports the child was noted to be markedly
hypotonic. Drowsiness or lethargy was not reported. Dyspnoea was
reported in seven children which was accompanied by coughing in two,
and there was one report of coughing without dyspnoea. A tachycardia
was reported in five children and vomiting in four. Facial swelling,
urticaria and/or rashes were reported in four patients. There were
no reports of coryza, lachrimation, agitation or irritability.




-Pime of onset

The time of onset varied from 2 minutes to 30 minutes after
vaccination. The adverse reactions occurred within ten minutes
in nine of the 15 children and in only two cases was the time
interval between vaccination and onset greater than 15 minutes.
Une was a case of an anaphylactic reaction with cyanosis and
tachycardia and the other z case of cyanosis and dyspnoea. The
first responded to anti~histamine and the second to adrenaline.

Predisposition

None of the reports mentioned a history of hypersensitivity to eggs
or an allergy.

Treatment

Treatment was considered necessary in 11 cases: five children were
treated with adrenaline, two with hydro-cortisone and four with an
anti~histamine., All the children recovered.

5.3 Busgpected "early onset" adverse reactions associated with Mevilin

Clinical symptoms and signs

Thirty-five reports have been identified which are compatible with
the cases reported in Australia (Table 3). :‘Eighteen of these

reports have either been reported as, or judged by the assessing
doctor to be, a case of anaphylactoid reaction or anaphylactoid shock.
In a number of these reports the child was hypotonic and in' one
further case hypotonia was also present. The symptoms associated
with these 18 reports of anaphylactic reaction or shock did not

appear to differ significantly from the remaining cases except perhaps
that they were more severe. There were 18 reports of facial swelling,
urticaria or skin reactions. There were no reports of lachrimation
nor of coryza. In 11 cases pallor was reported and in 9 an acute
skin colour change, usually cyanosis. ZRespiratory difficulties were
reported in six children: two children with coughing and dyspnoea,
three with dyspnoea alone and one with coughing alone. Vomitingoccurred
in four children and drowsiness in three. Tachycardia was not '

specifically mentioned in any report.



Time of onset

The time interval between the administration of the vaccine and
onset of symptoms was recorded in 32 of the 35 cases and varied
from "immediate" to three hours. Half the cases occurred within
ten minutes. In 11 children the time interval exceeded 15 minutes
(Table 4 below) and a further child was brought back to the surgery
after vaccination. However, the last nine cases all occurred
within 15 minutes of vaccination (Table 3).

Table 4

"Early onset" reactions: Mevilin

Time interval
Vaccination/Onset - No. of Reports

(minutes)
Up to 5 11
©-10
11-15
16-20
21-30
30-60
120
180

Tobal

|R§I.A RN U A AN AN

- Predisposition

Only the first report mentioned a history of hypersensitivity to eggs.

Treatment

Treatment was considered necessary in 21 children: the child who

was hypersensitive to eggs was treated with antihistamine, adrenaline
and hydrocortisone; nine children were treated with antihistamine,

nine with adrenaline and two with hydrocortisone. All the children
recovered.



6. Comment by the Australian Drug Evaluation Committee (ADEC)

ADEC in its initial comment on these reactions described them as
"immediate". However, in the subsequent report the term "early
onset" was considered preferable since it more adeguately conveyed
to practitioners that the onset had occurred up to 30 minutes after
vaccination. In 1981 ADEC recommended that patients should be
observed for at least 20 minutes following measles vaccination.

The causes and mechanisms of these reactions remain unknown. ADEC
noted that although features of a hypersensitivity reaction (rash,
‘urticaria) were noted in some reports the clinical details did not
clearly fit the description of acute anaphylaxis (4ppendix 3).

?. Some comments on the CSBM cases

7.1 Analysis of the C8M cases with features similar to those
recently reported in Australia does not appear to produce a clear
symptom complex which could be easily distinguished from those
adverse reactions that traditionally are reported by physicians in
this country as anaphylaxis, anaphylactoid reaction or anaphylactic
shock.

7.2 The CSM has received reports, compatible with the "early onset”
reactions reported in Australia, associated with both Rimevax and
Mevilin. These types of.adverse reactions following the
administration of measles vaccines derived from the Schwarz strain

- have occurred over the years since the beginning of the measles
immunisation programme. However, the last reported "early onset”
type of reaction associated with Mevilin occurred in August 1981.
B0 far no reports have been received associated with Attenuvax
(Moraten strain).

7.3 Time of onset

The time interval between immunisation and onset of the reaction
in the CBM cases tends to be shorter in the Rimevax cases than that
reported for the Australian cases. Eight of the 15 C8M reports
associated with Rimevax occurred within five minutes, and 13 of 15
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in the first fifteen minutes. In contrast only five of the 15
Australian cases occurred within five minutes of vaccination, and
in five cases the time interval exceeded fifteen minutes.

On the basis of the CSM data on "early onset" adverse reactions
associated with Rimevax, it is questionable whether the publication
of a recommendation similar to the ADEC recommendation, i.e. that
children should be observed for at least 20 minutes following
measles vaccination, would be advantageous.

8. Action being taken by licence holder of Rimevax

The licence holder of Rimevax intends to insert the following
statement in the adverse reactions section of the data sheet
(4ppendix 6 ):

"Allergic type reactions have been reported rarely."

The licence holder is also in the process of reformulating Rimevax
to reduce the molecular weight of the Dextran which is included as
a stabiliser since theoretically this could cause an occasional
problenm. -

For ease of reference the current data sheets for Mevilin and
Attenuvax are also annexed at Appendices 7 and 8 .



TOTAL BATCHES 'RIMEVAX' DESPATCHED OR USED FOR QC SAMPLES

TABLE |

Batch No.

M81 L44
M81 L44A
M81 L44B
Mes M4
M8 MA4A
M93 144

: M93'Q44A

Start

1.10.81

13.4.82

20.5.82

2.8.82

4.1.83

 4.1.83

15.3.83

Finish

27.7.82

7.10.82
28.7.82
31.1.83
23.1.83
28;9.83

28.9.83

103,650
34,950
25,000
95,950
15,450
43,811

92,700

411,511

Total Doses

163,600

111,400
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DIVISION OF VIRAL PRODUCTS
NATIONAL INSTITUTE FOR BIOLOGICAL STANDARDS AND CONTROL
Holly Hiil, Hampstead, London, NW3 6RB

NATIONAL BIOLOGICAL
STANDARDS BOARD

WORLD HEALTH ORGANIZATION telegrams Nibsac Londan NW3
COLLABORATING CENTRE FOR teiex 21911 (Nibsac Ldn)

THE STANDARDIZATION OF
VIRAL PRODUCTS telephone 01435 2232

17 September 1984

Dr D Zutghi

. DHSS

Alexander Fleming House
Elephant & Castle

" London SE]

Dear Derek

SKF¥F Measles vaccines (Rimevax)
Batch MB8 M44

A number of laboratory tests have been carried out by
Dr Mairin Clarke on the above final vaccine as summarized
below. The results did not reveal any defect.

. Protein of chick origin, less than 1 pg/ml.

Bovinz serum albumin, less than lug/ml,

Bacterial sterility - no contamination detected.

Antibiotic - only neomycin detescted in trace amounts as

expacted. _

5. High pressure liquid chromatography - tracings not
significantly different from other batches of the same
product,

6. Measles virus infectivity content 103.8pfu per dose -

ie. satisfactory potency.

SRVl SO
.

We intend to perform comparative pyrogenicity and
endotoxin assays Qn this and a number of other batches of
measles vaccine,

I hope this information will be of interest to you.

Yours sincerely

et

G C Schild

[/ &
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D pperdax.

October 3, 1981 THE MEDICAL JOURNAL OF AUSTRALIA

T—ku.\__ccommcndud treatment of chlamydial respiratory infection
is erythromycin (50 myg per kilogram per day) or sulfisoxazole
{130 mg per kilogTmmpgr day) for two 1o three weeks. ® Beem er af
found that in 24 of 29 Imfagls nasopharyngeal shedding of
chlamyvdiae ceased and chinical improvemeagl occurred after a week's
treatment, compared wnh persls%cm shcdl T d ummproved

infants.
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Immediate reactions following live attenuated

measles vaccine

P. P. Van Asperen, J. McEniery and A. S. Kemp

ABSTRACT: Three children had an immediate
reaction following live attenuated measles vaccine
(Rimevax). This reaction consisted of vomiting, fever
and a rash, and in two cases cyanosis. In each case
the reaction commenced within 30 minutes of

vaccination. Parenls should be warned of the.
possibility of an immediate reaction after measles
vaccination, and asked to notify their doctor if any
oceurs.

THE SCHWARZ STRAIN of live atienuated virus has been used

" for measles vaccination in Australia since 1970. This has been
supplied as Lirugen and, since July, 1979, as Rimevax. Delayed
reactions following vaccination are well documented, and are
. believed to be due to infection with the live attenuated virus.!-2
About half of 442 children studied after being given Rimevax had
delayed reactions consisting of fever, cough and sometimes rash,
generally appearing between six and 12 days after vaccination.?
We now report in three children immediate reactions to Rimevax,
occurring within, 30 minutes of injection.

Case 1

A 12-month-old girl received her measles vaccination in the
afiernoon., Within 30 minutes she began vomiting, and by 60
minutes she developed an apparent high fever with rigors, which
was treated with paracetamol. The following morning a rash was
noted, which was described by her doctor as an erythematous
confluent maculopapular rash, typically morbilliform. It lasted
enly four to six hours, and all symptoms disappeared within 24
hours of the vaccination. About ten days after the vaccination she
had another febrile illness associated with cervical lymphadenopathy
and an erythematous macular rash, more typical of the usually
reported illness following measles immunization. Paired measles
antibody titres 17 and 31 days after vaccination were 1/32 and
1/64 respectively, consistent with immunization rather than “wild”
measles infection. The child is now well,

Casge 2
A 12-month-old girl started vomiting and coughing, and was
described as going blue, within 15 minutes of vaccination. She

Royal Alexandra Hospitat for Children, Camperdown, NSW 2050,

P, P. Yan Asperen, M8, BS. FRACP, NHMRC. Research Associaie in Allergic Disease.
J. McEniery, MB, 8S, Medical Registrar.,

A. 5. Kemp, MB. PhD, FRACP, Head. Department of immunology.

Aeprints. Dr Kemp
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was immediately returned to the surgery where she vomited several
times but was discharged after 30 minutes’ observation. Within
two hours of the immunization she developed a rash and high
fever with rigors and again was returned to her doctor. The rash
was described as an erythematous papular rash, not typically
morbilliform, and lasted about one hour. Over the next 24 hours
she developed a bronchitic illness which lasted about ten days,
from which she recovered completely.

Nasal smear from a child with measles showing the characleristic
mutinucieated giant cells.

Case 3

A 12-month-old girl became hot and erythematous and then
centrally and peripherally cyanosed within a minute of vaccination.
She subsequently became pale and a petechial rash developed
over her face and upper chest. She also vomited once, and because
her doctor thought she was in a pre-convulsive statc, she was given
diazepam intramuscularly. Within 15 minutes of the vaccination
she was transferred to hospital and on arrival was found to be
normotensive, but pale and irritable with a petechial rash. The
platclet count was normal. She was considered to have had a
possible anaphylactic reaction to the vaccine and was given hydro-
cortisone intravenously. Over the.next {wo 1o three hours she
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2.

developed a generalized urticarial rash but otherwise improved.
Within 24 hours this rash laded and she was perfectly well again,
There have been no turther probiems.

Discussion

These three cases iHusirate immedizte reactions occurning within
30 minutes of receiving measles vaccine, and consisting of vomiting,
fever and rash, with cvanosis in two cases and a shock-like siate
in one. In none of these three children were there any contraindica-
tions to measles vaccination. The reactions are quite different
from the delaved reaction previously described, which usually
occurs between six and twelve days after measles vaccine.? We
“are unaware of any reports in the literature of similar immediate
reactions.

The mechanism of the reaction remains unclear. It may be due
to an immediate hypersensitivity to one of the vaccine components,
though which one must be a matier of conjecture. The vaccine is
said by the manufacturers to be contraindicated in egg-allergic

" patients, but there was no history of egg sensitivity in our cases.
However, it would seem that the chick fibroblast on which the
vaceine is cultured is antigenically different from egg protein, as
even egg-sensitive individuals can tolerate measles vaccine.® It is
possible that this immediate reaction is due to IgE antibodies to
the virus itself, perhaps formed during infection with wild measles
virus while the infant was protected by maternal antibodies..
However, previous studies on the use of live attenuated virus
vaccines. in subjects who already had measles antibodies, revealed
no local or immediate reactions, although delayed reactions did
occur. !

Although we were unable o ascertain the exact batch number.
this reaction could be a batch-related phenomenon. However
Case 3 occurred in May. 1980, well before the ather 1wo cases
which occurred in March. 1981, 11 would be interesting w know
i similar immediate reactions have been noted recently. Another
possibility is thal sympioms were dug t¢ 2 concomitant viral
infection. atthough the fact that all children were perfectly weldl
immediutely before receiving the vaccine, and the short time
between vaccinution and onset of symptoms. makes this unlikely.
For the same reason it would not seem possible that this reaction
is due to replication of live attenuated virus isclf.

We conclude that immediate reactions to {ive attenuated measles
vaccine can occur. We feel that parents should bhe informed of the
possibility of an immediate reaction and instructed to notify their
doctor if any symptoms develop. In view of the severe reaction
encountered in Case 3 it would be wise (0 observe children for a
few minutes after giving themn measles vaccine.
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90%. ThisAechnique is most successful in shorl
stenoseg’or occlusions, and eariier investigation of

DILATATION of diseased arteries was first used in 1964 aga
resort in patienis in whom surgery was considered inadvigdble dud
1o age, diabetes, myoccardial ischaemia or other diga Bility.! The
angioplasty was often successful in these caseg-but far better
results were obtained in short stenoses or occl
Recently, an improved balloon-dilatatigp€atheter which offered
aw'the previous systermns was
developed.? and is now in use at the
The balloons impart a pressure ofAp to 700 kPa to a predetermined
diameter, and have a safe “fpfure mode” —they leak rather than

eefler L. Field, MB. BS. FRACS, vascular Susgeon.
cnaig B. Robertson, MB, BS, MRACR (formerly) Radiological Registrar, RMH.
Reprints: Prolessor Hare.
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" positioned and inflated with contrast medium. C.—Immediate

artery with good run-off into the popliteal artery. B.— Twa
placed on the skin to jocalise the stenosis, while the balloo

dilatation—the stenosis section has been obliterated.
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of a new opponent. Mr Fraser is tough and not exhausted at
thg point of time (mid 1975} by continuing direct confrontation
- osinedN 972,

These comiiwnis remain true, even though one cannot attest
to the fall of Whithag purely in terms of exhaustion terms. However,
the genesis of the lodws affair and its aftermath may be translated
. into the politics of exha¥sgtion,

- The survival of the new Rime Minister (Mr Fraser) may now
be aidéd by the survival of a Leixder of the Opposition who appears
“to remain exhausted (Mr Whitlaf_An Opposition must be able
to counter exhaustion, and there aré~qnly certain ways in which
this “brave new real politick™ can do™¢_ First, -the Opposition
must be aware of the power of political exhaustion. Second, it
should prepare to counter the consequences. Whe Leader of the
Opposition should be buffered against it. The or@sgisation of his
office should enable the advisers and the administrgtors to be
discrete entities. There should be teams of each able to bg moved
in and out at regular intervals. Nobody has the luxury in Oppdsition

. of being able to divorce himself from the life and workstyle of ¥he

Leader —neither should anybody be so close to the Leader thagx

he has no private life of his own.

There are always signs that a person is in need of pasgufe. One
of these 1 call the “‘conference syndrome”. The spokep¥oice says:
“It would really help if I went to a conference je
The unseen voice is literally yelling at you:

. or Thredbo or
anywhere — justlet me get out of Canberra’s o

Boredom s, paradoxica!ly,' another ebntributor to exhaustion.
The Titvals of politics are not solefy the rituals of Parliament.
However, there are a number of thése not the least, 1t would appear,
the process of cooping up prény people in-a confined space for
long periods of time. Du€ to the dictates of the Division, and
activity of the Whips, Hiere is no alternative but to sit around and

Melbourne™.

. important that

- and they tan recuperate.

- for a process of exhaustion. If he t

wait. Parilamem Hoftise becomes a fortress from the time Parliament ‘

sits to the timeat rises. One is confined and even if one wanted to
go out and.&€e what the weather is like, there is no opportunity.
- There ape’the lunch breaks and the dinner breaks, but because of
the yafailing nature of these, it is rather hke the ritual exercise-time
rthe prison yard.

The isolated nature of Parliament House means that leavmg the

House at the intervals. is in itself difficult,

“on all occasions, and it demands a high

-supper. Everybody wants to say, “I spoke to

Whether one admits to boredom is one thing; but at cegaﬁ’
times 1o assert an independence, and to believe one hasA0 get
away [rom rituals, is lo counteract the sameness of the €xistence.

Staff' do not have the problem of the Division, byrthey do have:
the ritual of being servants. Because of their dependence on the
teader or the deputy leader or the Minister,tliey are required to
“stand and wait” a large amouni of time” They have to do this
threshold to boredom to
withstand the discomfiture of sittingfhrough a luncheon or waiting
for something to-happen. /M '

Int the case of political pagy advisers, they should shuttle between
the leader’s office and the’Federal organisational wing. This aliows

. for a different pace~and these changes should ensure more co-

operation betweerr'organisation and Parliamentary party. 1 believe
it is inappropriate to have a political organisalion based solely
on a busiféss corporation model. It needs flexibility, it needs
commjtfient, and it needs a moving target. In exposing everybody
to s¢me of the “heat” generated by the Leader of the Opposition,
eVeryone can avoid sleep deprivation and exhaustion,

“Adviser” is a euphemistic term for a member of the intelligent,
+hinking cadres. Again they should be movable. They can work
inthe depersonalised existence close to the Leader for a period,
and then be “‘pastured”. T believe the best pasturing for the adviser
is to get™m into the community, to allow him to travel, to meet,
to broaden™“shé contacts of the Opposition. After Canberra it is
advisers go out in the community and see what
people are actualinghinking and doing. They can act as advance

‘men for the Leader o the Opposition and his senior colleagues.

They can find out what 1 poeurring at the grassroots of the Party,
The Leader of the Oppositio must realise that he is the target
es to go the pace he must have
fresh forces, who for instance, enable hisg to leave his office relatively
-early when Parliament is sitting, or who Wi{} say to the enthusiastic
Party branch that the Leader needs sleep mdqge than a late night
e Leader and 1
told him straight . . .”. But it is not feasible. TheN eader should
be able to excuse himse]f_ and leave the talk and théNequests to
his aides.-

This is a rule which needs more prominence. The end reshl of
trying to please everybody is exhaustion and finalty self-destruction,.

Immediate reactions to measles vaccine

Comment by ADEC—and a request for information

MEASLES VACCINATION is so frequently followed after five to
"12 days by a febrile illness that this reaction must be-anticipated and
adequate warning given to parents. Immediate reactions have
rarely been reported but include a cluster of six cases in Norway.!

In this issue, three episodes in Australian children are described
by Van Asperen er af (MJA, Oct 3, 330}, In addition to these three
cases, the Adverse Drug Reactions Advtsory Committee (ADRAC)
holds at least six apparently similar reports of immediate reactions
. -which have occurred in'Australia in the past 18 months. The mfants
ages ranged from 11 to 20 months.

Eleménts common to many of the reporis include choklng or

coughing, vomiting, respiratory difficulty and .cyanosis occurring -
infants later - had- -

within . half-an-hour - of vaccination. Some
transient rash and high fever, within 24 hours of vaccination. A
theme common to several reports was for the infant to have_been
taken from the vaccination centre, and returned in distress about
15 minutes later. :

Although features of an hypersensitivity reaction (rash, urticaria) .

were noted in some reports, the clinical details do not clearly fit the-
description of “‘acute anaphylaxis”. Some infantsreceived treatment,
including adrenaline, and all recovered. The reactions cannot be
attributed to any one batch of vaccine; in the Norweglan cases, a
different brand of vaccine was involved,
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- No mechanism has been established to.explain either the Nor-
wegian or-Australian experiences.

In view of the'Ahs_t’ralian Drug Evaluation Committee:

" (i} These reactions appear to be uncommon, and do not bring
"+ irito question the general safety of measles vaccination.

- {ii}- The occurrence of the reaction does not appear to be predictable

* on the basis of an atopic history either in the infant or the family.
(iii) As with the use of any vaccine, prudent medical management
when performing measles vaccination should include: observa-
tion of the patient for an adequate period following vaccination
{on the basis of the Australian reports, at least 20 minutes
observation - is suggested), -and adequate warning to the
parents; and ready availability of appropriate equipment,
" medication and personnel 1o manage any acute reaction.

Much more information is needed on the frequency and nature
- of these reactions. All practitioners are requested to report any
such events they may encounter to: Adverse Drug Reactions

" Advisory Committee,. P.O. Box 100, Woden, ACT 2606. .

5. J. M. GOULSTON,
Chairman,
Australian Drug Evaluation Committee.

1. Aukrust L, Almeland TL, Refsum D, Aas K. Alfergy 1980 35: 581-587.
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Aaverse Drug Reactions Advisory Committee

Early-onset reaction after measles vaccination

Further Australian reports

John McEwen

ABSTRACT: Fifteen reports of reactions occurring
within 30 minutes of vaccination with live attenuated -
measles virus have been received by the Adverse Drug
Reactions Advisory Committee {ADRAC) up to March
30, 1982. These reactions were similar to those in

three episodes reported recently. An acute change in
skin colour, described as cyanosis, slight cyanosis, or
mottling was the most commonly reported symptom. All .
the children recovered. The causes and mechanisms of
these reactions remain unknown.

{Med J Aust 1983, 2:503-505)

UNTIL 1980, reactions to live attenuated measles vaccine
occurring shortly after vaccination had not been
documented, and advice was issued in the United States,!
and in-Australia,’ that no severe hypersensitivity reactions to
the live attenuaied measles, mumps or rubella vaccines
prepared from viruses grown in cell cultures had been
reporied. However, in 1980, Aukrust er al. published details
nf an investigation of severe hypersensiiivity or intolerance
reactions occurring in six Norwegian children immediately
after the use of a live attenuated measles vaccine.® These
reactions happened during an 18-month period in which
approximately 60 000 children were vaccinated, and were
associated with the use of a’ vaccine which was
manufactured in the United Kingdom and not available in
Australia. Dyspnoea (five children), angioedema (four
childrent}, cyanosis (four children), urticaria (four children),
erythema (three children) and stridor (three children) were
the most commonly reporied symptoms. In October; 1981,
Van Asperen er al, in a report published in this Journal,
described three Australian children who had experienced
reactions which began within 30 minutes of vaccination with
the Rimevax brand of live attenuated measles vaccine.*
Initial symptoms included vomiting (three children) and
cyanosis (two children). All three children later developed
other symptoms, such as fever and rash, which resolved
within a few hours.
Notification of this report to the Adverse Drug Reactions
Advisory Commitiee (ADRAC) before its publication
- prompted a review of Australian reports which uncovered at
least six similar episodes which had occurred in the preceding
18 months. These were mentioned in the leading article

Adverse Drug Reactions Advisory Committee, PO Box 100, Woden,
ACT 2606.

John McEwen, MB. BS, MS¢, MPS, Secretary
Reprints: The Secrefary

which accompanied the paper of Van Asperen er al’
Reporting of similar suspected reactions has continued, and
the registry now contamns 15 reports (in addition to those
published by Van Asperen er al}, submitted between
February, 1980, and March, 1982.

Analysis of reports

Clinical symptoms and. signs

Details of the symptoms in the 15 reported Teactions are
shown in Table 1. An acute change in skin colour, described
as cyanosis, slight cyanosis, peripheral cyanosis, peripheral
mottling, or peripheral and central purplish mottling, was
reported in 10 of the 15 children. Coughing (seven children)
was the next most reported symptom. Vomiting, signs of
impaired central nervous function (drowsiness, hypotonia or
lethargy), and common hypersensitivity symptoms {coryza,
lacrimation, urticaria and skin ocdema} were each reported
five times. Respiratory difficulty was reported in three
children. The reactions occured in 11 boys and four girls;
their ages ranged from 12 to 22 months, except for onec boy
who was aged four vears. I is interesting that similar
reactions occurred in twin boys, aged 15 months, who were
vaccinated on the same day (Reports 12 and i3). They were
thought to be identical twins, but ADRAC has not been able
to establish this with certainty. Only one girt (Report 8) was
reported 1o have had other vaccinations together with the
measles vaccine on the same day. She had received a
separate injection of diphtheria and tetanus {CDT) vaccine.
Previous exposure to triple-antigen and Sabin vaccines had
had no adverse effects.

Time of onset

The time of onset of the reactions ranged between three and
30 minutes after the injection. On at least six occasions, the
children had been taken away from the vaccination centre
before the onset of the reaction and were subsequently
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TABLE 1: Summary of symptoms described in 15 Australian reports of early-onset reactions after measies vaccination

1 2 3 4 5 7 8 g 10 13 12 13 - 14 15 Tolal

Age (months) and sex t6M  18M  20M 15M  14M 12F 14F 19F 15M 12F 22M  15M  15M  48M 14M
Time of onset (minutes)” 15 35 30 1530 510 ¥ 100 30 30 18 5 5 20 10
Acute skin-colgur ' b

change’ PC : sC c sC PM PC PCM PCM c 10
Coughing 1 1 1 1 1 1 7
Pallor - 1 -1 1 1 1 B
Vomiting 3 1 1 1 1 5
Drowsiness or iethargy i 1 1 1 1 I3
Disturbed breathing® w D 1] 3
Erythema or flushing 1 1 1 3
Hypotenia or collapse 1 1 1 3
Coryza or lacrimation 1 5 1 3
Urticaria and skin

cedema i 1 2
Fever or rigors 1 1
Agitation or irritability 1 1

* Onset was destribed as “"alter a few minutes” in Report 6. and as "shortiy afier vaccination” in Report 7,
1 € = "cyanosis™: PC = "peripheral cyanosis”: SC = “slight cyanosis™; PM = “peripheral moftling™: PCM = “peripheral and central purpiish mottiing".

1 D = “dyspnoea”; W = “wheeze"; IB = “irregufar breathing”.
M = male; F = female.

returned to the centre. One episode of cyanosis occurred in a
supermarket and another in a car being driven by the child’s
mother. Two children developed additional symptoms which
occurred after the initial events. but within 24 hours of
vaccination. Between one and three hours after vaccination,
a 16-month-old boy {Report 1) developed a mild fever (38°C)
and a transient pink rash and purpuric spots. and a
15-month-old boy (Report 9. who initially had fever, rigors,
and peripherat motting. developed a transient rash within 90
rminutes of the onset of the reaction.

Predisposition '

A 22-month-old boy was noted to have small patches of
eczema on the face, and a four-vear-old boy had a history of
mild eczema unti! 18 months of age, but neither child had
any other history of allergy. None of the other reporis
described a history of atopy.

Treatment

Ten of the children were simply observed. Treatment of the
other children included administration of adrenatine and
hydrocortisone injections, oxygen therapy and injection of
adrenaline. promethazine injection, oral administration of
pheniramine and terbutaline syrups, and pheniramine syrup,
respectively.

Brand and batches of vaccine

From the detaits of brand or baich number reported, and
from follow-up by ADRAC, the vaccine involved in 14 of
the 15 reports has been identified as Rimevax vaccine. At
least four different batches of Rimevax vaccine have been
associated with these reactions. With the exception of the
twin boys. the only suggestion of a clustering of the reactions
involves Reports 5, 6, and 7. These three reactions were
encountered by one practitioner within a period of four
weeks, but at least two different baiches of Rimevax vaccine
were involved. Each of the remaining 10 reactions was
reported by a different practitioner in New South Wales,
Queensland. Victoria. and the Australian Capital Territory.

Discussion
Vaccination a’g;{njn measles is an important public health
measure and public acceptance will be enhunced if questions

about possible risks can be answered with confidence.

A febrile illness occurring between five and 12 days after’
measles - vaccination is common and well documented. The
continued reporting of the early reactions detailed in this
paper suggests that these, too, must be accepted as a risk of
measles vaccination, although they are much less common
than the defayed reactions. Such reactions were apparently
not recorded in a recently reported surveillance study of
10 035 children in the City of Oxford, United Kingdom, who
were vaccinated with live attenuated measles vaccine
(Mevilin, Glaxo Laboratories} from June, 1870, to March,
1980.¢ However the occurrence of these reactions is not
exclusively an Australian phenomenon, since, it addition to
the Norwegian reports, enquiries by ADRAC have disclosed
that small numbers of similar reports are held by national
drug monitoring centres in several other countries.

Although these reactions have been described in previous
reports™ as immediate, it is considered that the term “early
onset” more adequately conveys {o practitioners that onset
has occurred up to 30 minutes after vaccination.

The most common symptoms in the 15 episodes were

-acute changes in skin colour and coughing. Twelve of the 15
reports included these symptoms or described disturbances of
breathing. The same symptoms were prominent in the
descriptions given by Aukrust ef al. and Van Asperen et al.>*

The mechanism of these reactions remains unknown.
Although the vaccines used in Norway and Australia were
of different manufacture, both were produced from virus
cultured in chicken-embryo fibroblasts and are unlikely to
contain egg proteins. The product information for Rimevax
vaccine states that its use is contraindicated in patients with
known hypersensitivity to eggs, chicken and chicken
feathers. The justification for this warning has been
challenged,™® and Aukrust er g/ were unable to demonstrate
contaminants from eggs in the vaccine used in MNorway.,
Rimevax vaccine contains neomycin {not more than 235 pg of
neomycin B sulphate per dose) and known hypersensitivity
10 neomycin is also stated as a contraindication to its use. b
has been argued that neomycin is an uniikely cause of severe
anaphylactoid reactions to vaccines.” and. furthermore, the
vaccine implicated in the Norwegian reactions contained
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streptomycin and not neomycin. None of the Australian
chidldren described in this paper had a documented SENSILiViTy
te. s chickens, or neomycin, but. in the absence of formal
tesi..z, this is not conclusive evidence of the refevance or
otherwise of an allergic history. The possibie roles of other
constituents of the vaccine, including small quantities of
dextran, must be considered. :

The accumulated evidence is not consistent with faults
peculiar to a particular brand or batch of vaccine. The
reactions in Norway. and some of the apparently simifar
reactions reported to national centres in other countries,
followed the use of brands of vaccine other than Rimevax.
Since February, 1979, Rimevax has been the only brand of
“measles vaceine provided for free immunization in Australia.
ADRAC has not received any TEpOTis associating other
brands with similar symptoms, but this may represent
relative usage or a failure to report reactions rather than a
real difference.

All three children reporied by Van Asperen er al”

developed additional symptoms more than one hour after

the onset of the early reaction. No adequate explanation can

be offered why similar later events were reported in only two
-of the 15 children described in this paper,

In the majority of the children reported to ADRAC, the
symptoms resolved without active treatment, and the part
played by therapy in the recovery of the other children
cannot be assessed. While the self-limiting nature of these
reactions is reassuring, experience to date is small. Cyanosis
and disturbances of respiration are important symptoms, and
medical attendants should be in a position to take active
measures if prompt spontaneous resolution does not oceur.
Conclusion )

The Australian expericnce Suggests  that  early-onset
- reactions may foliow the use of live attenuated measles

vaccine. They are probably uncommon. but ADRAC does
not have access 1o adequate data to permit an assessment of
their incidence. The Australian Drug Evaluation Commirtee
{ADEC) has previously recommended that patients should
be observed for a sufficient time after vaccination (at leass 20
minutes was suggested), that adequate warning should be
given to the parents, and that appropriate equipment,
medication and personnel to manage any acute reactions
should be readily available.®* ADRAC has received
representations arguing that the suggested period of
observation causes inconvenience to parents and increases
anxiety about the safety of vaccination. However, ADRAC
believes that it must continue to give this advice until such
reactions are better understood. Practitioners are urged to
continue to report all adverse reactions o vaccination that
they encounter.
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Dilantin hypersensitivity study
Studies aimed at developing an in-vitro
diagnostic test for Dilantin hypersensitivity
are being carried out in the Department of
Medicine, Westmead Centre, Sydney. The
studies require 40 mL of venous blood from
persons who are. or have been, hypersen-
sitive 1o Dilantin. Blood samples can either
be transported to the study centre or be col-
lected by an investigator. Persons who are
willing 1o participate in the study shouid con-
tact Dr Geoff Farrell, Department of
Medicine, Wesimead Centre, Westmead,
NSW 2145, Phone: (02) 633 6033.

~ Cancer research fellowships
The World Health Organisations Interna-
tional Agency for Research on Cancer. has-
ed in Lyon, France, offers each year a

number of felfowships (0 enable junior scien-
liSts to receive training in the fields of
epidemiology. biostatistics and environmen-
ial carcinogenesis.

Fellowships. which are awarded for one
year, are tenable at the Agency or in another
suitable institution abroad. Applicants
should be engaged in research in medical or
allied sciences and should intend to pursue a
career in cancer research. They should have
some post-doctoral research experience

- related to cancer in medicine or the natural

sciences. and an adequate knowledge, both
spoken and written, of the language of the
country in which their fellowship will be
tenabie.

Applications for 1984-1985 feliowships
miust reach the Agency before December 3.
1983

More information and application forms

are available from The Chairman,
Fellowships Selection Committee. Interna.
tional Agency for Research on Cancer, 150
Cours Albert-Thomas, 69372 Lyon Cedex
08, France.

Ethics in research
The Medical Research Ethics Committee of
the National Health and Medical Research
Council is inviting comment on the topic of
ethics in epidemiological research.
Comments should be addressed (o the
Secretary. National Health and Medical
Research Council. PO Box 100, Woden,
ACT 2606.

— ELIZABETH KEENAN. Co-ordinator.
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P OSVAXY i
i ies vaccine, live B8P
{S...warz strain)

Prgsentation Rimevax Measles Vaccine, prepared in
chicken: embryo fibroblasts, is presented as a pink freeze-

dried pellet in a glass vial with & separate ampoule of |
clear, colourless, sterile diluent. Each 0.5 ml dose of |
reconstituted vaccine contains not less than
1,000 TCIDg, of the highly attenuated live Schwarz |

strain measles virus and not more than 25 ug {17 i.y.) of |

neomycin sulphate.

Uses Rimevax is indicated for active immunisation |

against measles (rubeola). !

If given to contacts within three days of exposure to |
‘measles, the full clinical disease may be suppressed.

Dosage and administration Adufts and children: {
0.5 ml of the reconstituted vaccine subcutaneously or |
intramuscularly. The vaccine should be reconstituted |
using the sterile diluent provided. |

The vaccine is quickly inactivated by ether, alcohot
and detergents and care should be taken to avoid contact
with these substances when cleaning skin prior to

" yaccination. Syringes need to be dry sterilised.

Contra-indications, warnitigs, etc
Cantra-indications; Do not use Rimevax in the presance
of acute illness, whether active or expected following
“exposure to infection other than measles. This applies
particularly to active tuberculosis and respiratory tract
infection, It is also contra-indicated in states of altered
immunity including those which’ may accompany con-
ditions such as leukaemia, iymphoma, generalised malig-
nancy or treatment with corticosteroids, cytotoxic drugs
or irradiation. ] :
~ Rimevax may contain traces of chick embryo protein,
but this does not normally contra-indicate its use except
in cases of severe hypersensitivity to eggs. Rimevax
should not be given to those known to be hypersensitive
to neomycin, A solution of 1: 1000 adrenaline should be
available for injection in rare cases of anaphylactic
“reaction. s

Do not use during pregrancy.

Cautions: Meastes vaccine should only be given to
children with a history of convulsions with the simulta-
necus administration of human niermal immunoglobulin
[recommended dosage 1.3 mg protein/kg (0.6 mg pro-
tein/lb) body weight]. In such children or those with a
family history of convulsions, consideration should be
given to delaying immunisation until after the second -
birthday.

Because of the possibility of interference from passive
antibodies, measles vaccine should not normally be given
to infants below the age of one year, or to subjects who
have received blood ar human plasma transfusions or
human immunoglobulin within the previous three

“months. If the vaccine is given in these circumstances,
serum antibodies should be checked at a [ater date.

" Tubercuiin testing should be delayed for about eight

weeks after measles vaccination since false-negative
results may be obtained during this period,

It is not usually recommended that live vaccines be
giver within thrae weeks of each other. :

Adverse reactions: These are usually mild and aré more
likety around the eighth day after vaccination. They may
include rash, malaise, cough, pharyngitis, coryza, pyrexia
and headache. In a very few subjects convulsions may
accompany the fever, Very rarely encephaiitis has baen
reportad in association with measles vaccination,

Pharmaceutical precautions Protect from light
" Rimevax Measles Vaccine should be stored between
2°C and 8°C and should not be frozen {lower tempera-
tures will not harm the vaccine but may damage the
. diluent ampoulg). At room temperature (20°-25°C)
Rimevax is stable for up to four weeks.
The vaccine should be reconstituted using the sterile
diluent provided. Once reconstituted Rimevax should be
used immediately and certainly within one hour.

Legal category POM.

Package quantities Single-dose vials, each with a
separate ampoule containing sterile diluent, singly and
in packs of 50.

Further information Current policy recommends
routine vaccination against measles for children between
1 and 2 years of age. Rimevax may alsc be used for older
children and adults known to be susceptible to measles.

The following groups of children at special risk may in
particular benetit from vaccination: children from the age
of one year upwards in residential care; those entering
nursery school or other establishments accepting chif-
dren far day care; those with chronic conditions affecting

physical development such as cystic fibrosis or congeni- -

tal heart disease; and thase with a history of convulsions

provided the appropriate cautions (see Cautions abave) -

are observed.
Maxirmum periods of stability of freeze-dried Rimevax:
-8C 2 years
20°-25°C 4 weeks
3rc 14 days
41°C 7 days

It is recommended that the vaccine is stored at 2°-8°C
(see Pharmaceutical precautions).

Product licence number 0002/0088.
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MEVILIN®-L
Measles Vaccine {Live Attenuated} BP

- {Schwarz strain) Meas/Vac (Live) .

Presentation Mevilin-L is a freeze-dried preparation
of living attenuated virus of the Schwarz strain. It must
be reconstituted with Water for Injections BP immedi-
ately prior to injection; the reconstituted vaccine may

. wvary in colour from pale straw to pink — this variation is

not indicative of deterioration.

Uses General prophylaxis against measles and within 3
- days of exposure to measles.

| Dosage and administration One dosa by intramus-
. cular or subcutanequs injection {contains not less than

1,600 TCIDg, of measles virus). Mevilin-L should be

- administered to infants at about 12 months of age. There

. i5 no upper age limit for measles vaccination,

To reconstitute Mevilin-L inject the required amount
of Water for injections BP (0.5 ml for the single-dose
vial} into the vial containing the freeze-dried vaccine,
allow to stand for about a minute then mix the suspension
by withdrawing it into the syringe and expelling it back

! into the vial. The use of a 2mi disposable syringe is

recommended. The dose of the reconstituted vaccine is

- 05ml.

Contra-indications, warnings, etc
Contra-indications: Mevilin-L should not be given to
children below the age of one year unless at special risk.
if this is the case, a second dose should be given at a
later date as interference from maternally derived anti-
body may cause a failure to respond. .

Any active or suspected infection is reason fordelaying
vacgination. ’ ]

Mevilin-L should not be given to children suffering
from leukaemia, Hodgkin's disease or other malignant
conditions or hypogammaglobulinaemia. Also those with
impaired immune responsiveness, whether occurring

"naturally or as a result of treatment with steroids,

radiotherapy, cytotoxic drugs or other agents. .

Pregnancy is a contra-indication. Also hypersensitivity
to hen's egg, neomycin and polymyxin..

Children with the following conditions should not be
given measles vaccine, unless with the simultaneous
administration of normal immunoglobulin (0.6 mg/Ib
(1.3 mg/kg) body weight}t with a specific content of
measies antibody:

1. History of convulsions.

2. Parental history of epitepsy {non traumatic).

3. Chronic disease of the heart or lungs.

4, Seriously underdeveloped.

1 Human Normal Immunoglebulin for use with Measles Vaccine
is-issued in ampoules, sach containing 4-8 i.u. les andi
in 15 mg protein in 0.5 mi sclution. (See CMO letter CMO 5/68,
CMQ 18/71 and CMOQ (77) 3.) Supplies are available from Area
Health Authorities in England and from Bleod Transfusion Centres
in Scotland,

APPENDIX
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If there is a histary of convulsions or a history or family
history of epilepsy, consideration should be given to
. delaying immunisation until after the second birthday.
Human Normal immunoglobulin with a specific con-
tent of measles antibody is used to reduce the potential
for adverse reactions where constitutional disturbance
may be avoided in administaring measles vaccine. A
saparate syringe should be used for injocting the *
immunoglebulint into the contralateral arm. Itis important
not to exceed the dose as overdosage cen prevent the
development of immunity. .

Precautions. Attenuated measles vaccineis quickly killed
by ether, alcohot and detergents: these agents should
not be used for sterilising syringes prior to immunisation.
Liquids used for cleansing the skin prior to injection
should be allowed to dry before the vaccine is given.

Warnings: A sterile syringe and Adrenaiine Injection BP
should be ready for use, in case the need arises for
emergency treatment of an allergic reaction.

Mevilin-L must not be giver intravenously and should
not normally be given within 3 months of a transfusion
of blood or human plasma or treatment with Human
Immuncglobulin except as previously specified. If any of
these substances have been used near 1o the time of
vaccination a test for the presence of measles antibody
shouid be made at a later date,

The vaceine should not normally be given less than 3
weeks bsfore or after immunisation with other live virus
vaccines.

Measles vaccine may depress tubarculin skin sensi-
tivity for 4 weeks or longer.

Adverse effects. When adverse reactions occur they
usually appear about the eighth day. The symptoms are
usually mild and may include malaise, cough, coryza,
rash, pharyngitis, pyrexia and headache. Convulsions
may accompany the fever.

Severe reactions are uncommon, but encephalitis has
been reported ~ the incidence is considered to be
approximately 1 in 1,000,000 vaccinees,

Pharmaceutical precautions Mevilin-L should be’
protected from light and stored in a refrigerator at
between 2°C and 8°C (36°F to 46°F). Do not fresze.

The reconstituted vaccine should be used as sogn as
possible and certainly within ane hour.

Neomycin and polymyxin are usad in the tissue culture
madium employed during manufacture and traces of
these antibiotics may be present in the final vaccine.

Legal category POM.

Package quantities Single dose vial with 0.5ml
ampoule of Water for Injections BP. :

.Further information [t is important to recognise that

children in residential or day care over the age of one
year are at special risk.

Product licence number 002%/0059,
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Division of Merck Sharp & Dohme Limited

Hertford Road, Hoddesdon
Hertfordshire EN11 9BU

ATTENUVAX" ¥

Presentation Lyophilised powder for injection. When
reconstituted, each dose of Attenuvax Injection containg
not less than the equivalent of 1,000 TCIDy, (tissue
culture infectious doses) of measles virus vaccine
expressed in terms of the assigned titre of the FDA
Reference Measles Virus. Attenuvax is a more attenuated
line of measles virus derived from Enders’ attenuated
Edmaonston strain.

Uses For general immunisation against measles.

Children: The Department of Health recommends that
children 12 months of ags or older be vaccinated against
measles. {Please refer to ‘Contra-indications’.)
Attenuvax given immediately after exposura to natural
measles may provide some protection. If, however, the
vaccine is given a faw days before axposure, substantial
protection may be provided. .

Posage and administration After suitably cleansing
the injection site, the total volume of reconstituted
vaccine should be injected subcutaneously, preferably
. into the outer aspect of the arm. Attenuvax must not be
given intravengusly.

The dase of vaccine is the same for all patients.

Warning: A sterile syringe and Adrenaline Injection
BP (1:1,000) should be ready for immediate use should
an anaphylactoid reaction occur,

Contra-indications, warnings, etc Contra-indica-
tions: Infantsbelow 15 months of age may fail to respond
1o the vaccine due 1o the presence of residual measles

- antibody of maternal origin; the younger the infant, the
lower the chance of seroconversion. Children below the
age of 12months shouldnotnarmally be given Attenuvax
unless they are at special risk. Where immunisation
below the age of 12 months is deemed necessary, a
second dose should be given after the child has reached
15 months of age.

- Anyactive orsuspectedinfection is reason for delaying
vaccination, Active untreated tuberculosis. Malignant
disease.

Attenuvax should not be given to those with impaired
immunoresponsiveness occurring naturally, or as aresult
of treatment with steroids, radiotherapy, cytotoxic drugs
or other agents. This contra-indication does not apply to
patients receiving corticostercids for replacement
therapy, e.g. Addison’s disease.

Hypersansitivity to neomycin {each dose of reconsti-
tuted vaccine contains approximately 25 mcg of neo-
mycing.

Hypersensitivity to eggs. chicken or chicken feathers:
Attenuvax is esseatially devoid of potentially ailergenic
substances derived from host tissues (chick embryo).
However, since this vaccine is propagatedin cell cultures
of chick embryos, the benefits of its use in patients

hypersensitive to eggs, chicken or chicken featharg mu
be weighed against the potential risks of h1p'l:>(-)rsansiﬁ,,.-!7't
reactions. Significantly, children with known allg,, ,1
experienced na reactions other than those already s
in non-altergic children. Seen

Pregnancy. Do not give Aftenuvax to pragnant womg,
because the possible effects of the vaccine on f%tgi
developmentare unknown atthistime. ltis recommendeg
that pregnancy at the time of vaccination be ryled
and that the possibility of pregnancy oeeurring in
three months following vaccination must be preveme;
by medically acceptable methods,

Warnings and adverse effects: Attenuvax is for subeuta.
neous injection only; /t must not be given fntravenou,sfy

Attenuvax may be given simultaneously with mong.
valent or trivalent poliovirus vaccine, live, oral, wit
Meruvax* 1l (Rubella Virus Vaccine, Live) andfor
Mumpsvax® (Mumps Virus Vaccine, Live). Attenuyay
should not be given less than one month before or afye
immunisation with other live virus vaccines,

Children with a history of convulsions, or with parang
history of epilepsy. (fon-traumatic} are considered 1o by
8t greater risk of convuisions. :

in these cases, it is recognised that the simultanegys
administration of normal immune_ globulin (0.5 mg/ip
[1.3 mg/kg] bodyweight) could be beneficial, although
it should be recognised that the administration of
immunoglobulin mightincrease the propoertion of failyreg
to immune.

it may therefore be necessary to undertake 3 serg-
logical test to determine whiether immunisation has bean
successful.

Attenuvax should not normally be given within thres
months of a transfusion with bloed, or humanr plasma, or

treatment with human immunoglobufin, If any of thess -

substances have been used near to the time of vaccina-
tion, a test for the presence of measles antibody should
be made at a later date.

It has beén reported that live attenuated measles virus
vaccine may result in a temporary deprassion of tuber-
culin skin sensitivity, If a tuberculin test is to be done, it
should be administered either before or with Attenuvax,

Children under treatment for tuberculosis have not

exparienced exacerbation of the disease when immu- .

nised with live measles virus vaccine, and no studies
have been reported on the effect of measles virus
vaccines on untreated tubsrculous children.

The occurrence of thrombocytopenia and purpure
associated with live virus meastes vaccines has been
extremely rare.

Because the vaccine is slightly acidic {pH 6.2-6.6}.
patients may complain of burning and/or stinging at the
injection site for a short time.

Moderate fever and rash may occur during the month
after vaccination. Rarely, high fever or lacal reaction may

L7
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cour. Children developing fever may, on rare occasions,
xhibit febrile convulsions.

There have been isolated reports of ocular palsies and
Guillain-Bafre syndrome qccurring after immunisation
with vaccines containing live attenuated measles virus.
The ocular palsies have occurred _agproximateiv 3_—«24
days following vaccination. No definite causal relation-
ship has been established between either of these events
and vaccination.

There have been reports of subacute sclerosing

'panencephalitis (SSPE) in children who did not have a
+ history

of natural measles but did receive measles
vaccine. Some of these cases may have resulted from
gnrecognised measles in the first year of life or possibly
from the measles vaccination. Based on estimated
nationwide measles vaccine distribution in the USA, the
association of SSPE cases to measles vaccination is
“about one case per million vaccine doses distributed.
This is far less than the association with natural meastes:
510 cases of SSPE per million cases of measles.

Local reactions characterised by marked swelling,
redness and vesiculation at the injection site of attenu-
atediive virusmeasles vaccines have occurredin children
who.have previously received killed measles vaccine.
Allergic reactions such as wheal and flare at the injection -
site have been reported.

Treatment of overdosage: Not applicable.

Pharmaceutical precautions Prior to reconstitution,
the vaccine should be shipped and stored between
2*-8°C. Protect from light. : . .

Studies have shown that the vaccine contains a
minimuem of.1,000.TCID;, per dose after storage at any.
one of the following temperatures for the stated time
period:

Dried Vaceine Retention of Potency
Storage Temperature 1.000TCID;,perdose
2-8°C 2vyears
20°-26°C 4 months
37C 2 weeks
45°C 6 days

The vaccine should be reconstituted using only the
dituent provided, and used immediately after reconstitu-
tion.

Colour: The vaccine when reconstituted is yelfow. It is
acceptable for use only when ciear.

Legal category POM.

Package quantities A single-dose vial of tyophilised
vaceine, packed with an ampoule containing diluent.

Further information Experience from more than 80
million doses of atl live measles vaccines given in the
USA through 1975 indicates that significant central
nervous system reactions such as encephalitis and
encephalopathy, occurring within 30 days after vacci-
nation, have been temporally associated with measles
vaccine approximately once for every million doses. In
no case has it been shown that reactions ware actually
caused by vaccine, The risk of such serious neurological
disorders following live measles virus vaccine adminis-
tration remains far less than that for encephalitis and
encephalopathy caused by natural measles {one per
thousand reported cases).

A study suggests that the overafl effect of measles

vaceine has been to protect against SSPE by preventing
measles with its inherent higher risk of SSPE.

Product licence number 0025/0070.




