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" FOREWORP —

This second annual repori of the British Paedlatric Survelllance Unit {(BPSi)
comes at a time of consolldation in the operatian of the Unit. Since lts
Inception 1n 1985, the BPSU system hag been proven ln practice to be an
effective meant of case ascertalnment for rare conditions and an important
contribution to paediatrle research, and thus to the health of children
generally.

The help and advice provided wy the BP3SU In the design of protoccls and
proformas for data collectlon has been an important side beneflit for which
researchers have expressed thelr appreclation,

‘We are grateful for generous support from Allen & Hanburys Ltd, Schering
Plough Corporation and Sanofi UK Ltd, and for the continulng suppert of an
anonymous Charltable Trust.

I should like to thank the members of the Sclentifle Advlscry Committee, so
wizely chalred by Sir Peter Tizard, who have conaclentlously supervised the
running of the scheme. Thanks are due alac to the staff of the Unit, Or
Susan Hall, Mr Hyer Glickman and Mrs Myra Schehtman, and to the BPA
gecretariat for thelr help and support.

Moat of all, my thanks go to the paediatriclans throughout the United
Kingdom and the Republlic of Ireland whose enthusiastic co-operation makes
the scheme possible.

3ir Cyril Clarke

INTRODUCTION

The BPSU was set up to involve paedlatrlelans natlonally ln the survelllance
of communicable diseases and of rare childhood disorders, maklng possible
the ascertainment of cases on Lhe scale needed for both clinical ‘and
epidemiological study of uncommon diseases such as paediatrie AIDS and
Reye’s syadrome. The Unit has now been in existence for over Lwo years and
the peporting system in operation For 18 months. This report covers the
period June 1886 to August 1987 {reporting months 1 to 15).

The Unlt was established by the British Paediatric Association (BPA), the
Communicable Dlsease Surveillance Centre (CD3C) of the Public Health
Laboratory Service, and the Department of Epidemlology at the University of
London Institute of Child Health (ICH}, under the overall dlrection of a
Steering Committee representing these three bodies. & Sclentiflc Advlsery
Committee (SAC} scrutinises proposals for the Incluslon of studles and
monitors the working of bhe acheme,

The basis of the reporting scheme is the mailing of a monthly report card Lo
consultant  paediatriclan members of the BPA and Irish  Paediatric
assoclation. Respondents return the card to the BESU office, marking the
number of cases seen of specific conditions or ticking a “nothing to report”
box . For memhers in Scotland, the scheme operates via the Communicable
Digeases (Scotland} Unlt based at Ruchill Hospital, Glasgow. Since the BPSU
acheme began, the response rate (proportion of members returning the card)
has risen to over B85%. Full detaila of responge rates are given In Part 5
of thils report.,

When the BPSU receives a report of a case bthe reseabch worker studying that
condition is informed and either sends a short questionnaire to Lhe
reporting consultant or requests a loan of the case notes, The reszearcher
subsequently notifies to the BPSU the number of confirmed cases, and for
certaln conditlons gives basie epldemiological data. This Information is
used to monitor the effectiveness of the system and ldentlfy duplicate
reports and other poasible sources of error. Tables of cases reported are
included in Part 4 of this report.

CONDITIONS INCLUDED —

Gondltions are included in the reporting scheme, uwp to a maximum of twelve
at one time, on appllecation by a research worker and approval by the 3SAC,
Guldance on the aubmlission of applications can be found in the booklet
Guideiines on Applicationg for Inclusion of Studies which is avallable from
the BPSU office. Coples of the Introduction te the Reporting Scheme,
summary protocols and reporting instructions for the conditions included are
also avallaple,

Names and addresses of the princlpal investigators are listed ln Appendix A.



The following studles are currently Ilncluded In the reporting scheme:

AIDS in childhood

Children with symptomatic AIDS, but not with HIV infection only, are
reported. Cases 50 far have been assoclabed with haemophilia, transfusion
of bloed and high risk parents.

The present Bsystem, using the BP3U as Lhe major vehicle for the survelllance
of AIDS 1n children, is working extremely well. Since the BPSU scheme
started, only one case has been reported directly Lo CDSC (the study base)
and not to the BR3U.

A summary report on paedlatric AIDS surveillance is included In the BESU
Third Summary Report.

Neonatal herpes

Of 30 cases of necnatal herpes reported, ten wWwere rejected as cases on
follow-up - bhese included older children {not neonatal), maternal herpes
not bransmitted Gto the baby, skin disorders and necnatal chickenpox.
Eleven cases were conflirmed (six of them died), and nlne were still
outstanding at time of writling.

Reye's syndrome
Kawasaki dizease

Reporting of these conditions has enabled the effectlveness of the BPSU's
“active™ method of case ascertalnment to be measured by comparing numbers of
reports recelved with those recelved during the preceeding 3-Y years when a
“passive” method was employed. There was a dramatic lncrease in reporting
of Kawasak! disease - numberg in 1986 rose steeply In the second hall of Lhe
year to reach an annual total of 77 compared to 32, 16 and 17 in 1983, B1
and 85 respectively. A similar increase gocured in haemolytic uraemle
syndrome reports - 114 In 1986 compared bte 31, 46 and 85 In 1983-5.

There was also an apparent increase In Reye's syndrome reports which was
disappointing because 1t immediately Followed the warning concerning a
posslble aspirin assoclation issued by the Commltbtee on Safety of Mediclines
in June j986. TDetalled analysis, however, showed that some of Lhese cases
were children whose onsets were before June 1986, some  wWere duplicate
reperts and some were patients who subsequently had Lhelir diagnosis revised.
In fact the Reye's syndrome surveillance scheme has shown that, In spite of

- a better method of cage ascertalnment, numberz #ince June 1986 have been
lower than ever recorded belfore. It has therefore been an important mzasure
of the effectlveness of a publlc health preventive interventlon.

In contrast to the other three conditions, reports of HSES did not increase
followlng introduction of the BPSU., HKumbers uere greatest In 1982 and 19G3
and had been declining in 1984, 85, BB and &7. It could therefore be
surmised that some unusual exogenous agent assoclated with HSES was
particularly prevalent in the early 80’2 but has since deciined.

Copies of a recent summary report on Lthe BPSU/CDSC Reye's Syndrome
Survelllance Scheme are avallable from the BPSU office.

Suba €

The S3PE register waz set up in 1970 to monitor the effect of the rational
measles Immunisation campalgn on the incldence of SSPE in England and Wales,
hlthough only 4 of the 20 BPSU reports of S55PE cases living in England and
Wales who had been followed up at the time of writing had not already  been
repokted to the registry, thls "yleld" was still conzidered extremely
valuable by the lnvestigator. It 1ls esgential to strive For 1004
ascertainment because the incidence of S3PE at last seems to be falling.

A summary report on SSPE was included in the BPSU Fourth Summary Report.

Lovwe Syndrome

Lowe Syndrome is a rare handlcapping disorder inherited fn an X-linked
recessive manner. Affected males are severely mentally retarded, visually
handicapped (due to congenital cataracts and sometimes glaucoma) and have
amlncaciduria often with secondary rickets. The underlying biochemical
abnormality is unknown,

In addition to the notifications of Lowe syndrome cases recelved through the
BPSU, individuals have wrltten to suggest other sources of cases, and 25
affected individuals have now been ascertalned. The clinical follow-up of
notified cases continues ag does the DNA work. Individual families have
Felt less lsolated through knouwlng about, and participating in, the project.

The fellouwing stwdies have now been completed:

ked anhldrotic ectodermal dysplasia

XLAED ls a rare inherited dilsease of varliable clinlical Form. Affected males
have sparse body and gcalp halr, few sweat glands and few LIf any teeth. The
principal hazard of the conditicn ls over-heating, which can cause death in
early infancy. The survey was carrled cut for three months (June-August
1486) . At its conclusion, th ilnvestigatore reported that he had learned of
11 new cases. A Further 3 patlents reported were already known Lo him.

Childhcod onse t surve

This pilot survey was carried out for three months (September-November 1986)
in the South Western Region only. In that perlod 20 cases of
insulin-dependent diabetes melllitus (IDDM) in children were reported. This
would suggest a national incldence of around 100 cases per month.

The following new atudles wlll be added in 1988:

prowning and near drowning

This study, supperted by the Child Accident Prevention Trust, is of cases of
accidental drowning and near-drowning in children, Information is scught on
the nature and long-term effects of near drownlng, the role of
resuscitation, and the possible prevention of such accldents.




Galactosaemia

Tnclusion of a study of galactosaemia, an enzyme abnormality causing severe
illneas necnatally or in the First year of life has been agreed. The maln
objeet of Lthe study 1s te obtaln new data which will help assess Lthe
coat-benefit of introducing screening for this conditlon in the UK.

Although diabetes ls a much more common conditlon than Lthose presently
included in the scheme, a convincing case was presented to the SAC for 1ts
incluslon For one year, from January to Decesber 1988. Earlier studies have
suggested that the Incidence 13 lncreasing, and thlis must have major
implications for health service planners. More demande will be made on
gardiac, ophthailmic and renal services unless radical improvements In Lthe
prevention of mlero- and macro-vascular diseases assoclated with long-term
dlabetes become available, The Brltlish Diabetes Association has awarded a
grant for this =survey. A number of hypotheses relating to famlly patterns
of inheritance and geographical spread wlll be tested,

¢ diseage of ths newborn {HPN)

A propasal for a study of haemorrhagle disease of the newborn has been
agreed and details are currently under conslderaticn. HDN, whlich can cause
spontaneous bleeding in Infants, ls associated with 2 clotting defect which
can be corrected with vitamin K.

Aheumatic fever

Respondents will be asked to report in January 1988 any cases of rheumatic
fever seen in the past year. Thls 3urvey follous reports from the USA that
rheumatic Fever has recently been lncreasing.

Congenital ruhella

The National Congenital Rubella Survelllance Programme has reguested the
assistance of bthe BPSU in ensuring the completeness of ascertainment of
cases born in 1986 and 1987. Respondents will be asked to report all such
cazes in the Aprll mailing.

4 -
CASES REPORTED —

tscertalnment of cases has continued to show a2 marked Improvement on
previcus, passive survelllance systems. The system is now seen to be
functloning smoothly and offers a more consistently effective means of case
ascertajnment than any currently available alternative methodology.

The two malp weaknesses which have been found In the reporting scheme are
the anonymity of cases and lta unsuitability for acute reporting. The
anonymity of casex reported can entall extra work for the reporting
paedlateiclan In traclng casenotes and for the 1nvestigator in ensuring
that there is no duplication in their databaze or reglster., The report card
has been redesigned in an attempt to overcome this problem. The monthly
cycle of the system makes it less suited to collection of Immediate
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informatlon, for inztance about a local outbreak of a disease.

Table 1 shows Lthe number of cases reported for each condition in each
guarter of the Firat fifteen months of reporting (June 19386-August 1887). A
dash ("-") lindicatea that the study concerned was not in progress in the
relevant month. 1In each column the flgure under "A” 1s the total number of
reports recelved and the Figure under "B" is the corrected flgure excluding
cases not yet followed up, theose reported in error and those double-reported
withln the BP3SU asystem.

TABLE 1 - CASES REPORTED
by quarter - for the 15 months June 1985 to August 1987

13t Qtr 2nd Qtr 3rd Qtr 4th Qtr Sth Qtr TOTAL

Jun-pug | Sep-Nov | Dec-Feb | Mar-May | Jun-Aug
CONDITION A B A B A B A B A B A B
a) AIDS e 7 ] 6 6 3 8 s i 1 yy 22
b} Herpes T g5 a8 2 2 a L 1 9 5 30 14
c) Reye's i 10 16 5 12 3 6 2 T 5 56 25
d} Kawasaki 33 30 36 N 29 22 25 21 28 19 151 123
e} HUS 20 18 13 1 6 y 12 7 23 -] TH 43
r} HSES 2 -4 2 F4 9 T Ll 1 3 o} 20 2
g) SSPE 8% 3 1 1 2 1 8 6 g T b2 33
h} XLAED 13 2 - - - - - - - - 13 2
1) Diabetess - - 20 20 - - - - - - 20 2¢
3 Lowe - - - - 1M1 5 4y 0 0 0 t& 5
ALL 113 A3 118 88 TT U5 T1 43 A6 45 465 304
A: ALl reports received B: Cages confirmed at 31/12/87
* Firsat guarter includes all cases + Pllot survey in South

known or szeen in last 12 months Western Region only

When a case iz followed up by the approprliate research worker, 1t may be
confirmed or found to be a duplicate report or an error. The most common
reazon  for a case not to be confirmed is decause the origlnal diagnosis ls
revized: this has occurred moat often 1n cases of Reye's syndroms and
neonatal herpes. Table 2 summarizes the outcome of Follow-up of cases
reported In the First firteen months. Figure 1 1llustrates the proportion
of reports for each conditlon represented by Gthe poasible outcomes,
Overall, some two-thirds of cases have been conflrmed Lo date.



TABLE 2 - OUTCOME OF FOLLOW-UP

of cases reported 1n the 15 months June 1986 to August 1587

PARTICIFATIOM

VALID INVALID N/K TOTAL PERCENTAGE IN EACH OF:
CONDITION Ia Ib IIa IIb ITI I II © III
a) AIDS 22 a B 8 ) L1 S0.0%  36.4%  13.6%
b} Herpes 1M ¢ 1 10 5 30 46.7T¢ 36.7% 16,7%
¢} Reye's 23 2 § 16 9 56 44.6% 39.3%3 16.1%
d} Kawasaki 22 1 g 5 14 151 §1.5% 9.3% 9.3%
e) HUS 30 18 0 4 22 T4 §4.9% S48 29.7%
f) HSE3 9 3 0 2 [} 20 60.0% 10.0% 30.0%
g) SSPE 2% B 6 1 2 4z T8.64 16.7% 4.8%
k) XLAED 0 2 a 0 1" 13 t5.4% 0.0% B84.5%
i} Diabetess 20 +] Q 0 0 20 100.0% 0.0% 0.0%
J} Lowe Y 1 1 0 9 19 33.3% 6.7% 60.0%
ALL 269 35 31 46 8y 465 65.4% 16.6% 18.1%
Ia: Case followed up and conflrmed by research werker
Ib: Confirmed - already known to research worker from anobther source
IIa: Duplicate report within the BPSU scheme
IIb: Reporting error or revised diagnosls

III: Not yebt knowm

+ P

ilot survey in SouLth Western Reglon only
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The number of respondents particlpating in the scheme has ranged from 790 to
824, The malling list ¢hanges each month according to new appolntments,
retirements, changes of post or address and other such [actors. The
response rate, calculated as the percentage of cards sent out whlch have
peen returned withln 90 days after the mailing, rose from 73.2%8 1In Lhe
First month {June 1986) to BT.5% after one year (May 1987), the Dbest
response rate to date belng 89.1% in aAuguat 1987.% Details of response
rates for the First fifteen months of operation are given In Table 3.

TABLE 3 - RESPONSE RATE BY MONTH
for the 15 months June 1986 Lo August 1987

MONTH CARDS SENT RETURNER  RESPONSE RATE AVERRGE
FOR QTR

a1 June 1986 az24 603 13.2%

02 Jduly 821 581 82.9%

03 August 820 706 86.1% 80.7%

04 September 820 689 &4.0%

05 Cctober g10 700 86.u3

06 November B804 685 85.2% 85.2%

07 December 793 B85 86.4%

08 January 1987 799 7086 88 .4%

09 February 797 693 87.0% 87.23

10 March 787 T07 88.73

11 April T94 687 87 .8%

12 May 790 693 87.7% 88.1%

13 June 814 728 a8.7%

4 July 816 725 88.8%

15  August 816 727 B89.1% 88 .9%

Table 4 gives the number of members in each reglon, cards returned, average
percent return and relative ranklag for each region over the nine months
December 1986 tO August 1987. The Republic of Ereland and Northern, Mestern
and Southern Scotland are treated as regions.

Figure 2 lllustrates the spread of regicnal response rates by comparing
deviations from the national average. FReglonal rates have varied in this
period from a maximum of 100% to a minimum of 67.6% (Western Scotland,
December) . Regions which have achieved 100% return in one cr moré months
include Morthern 3cotland, East Anglia and Trent.

. At time of golng Lo presa, the besl overall response had risen to 91.3%
- Detober 1987,




TABLE ® - RESPONSE RATE BY REGION

as an average for the 9 months Decembsr 1986 to August 1987

REGION CARDS BENT RETURNED RESPONSE RATE RANKING
Horthern yz 38 91.71% T
Yorkshire 43 B B7.6% 1!
Trent 54 52 95.1% 3
East Anglla 25 23 92.9% 4
North West Thames LE:] 37 82.0% 18
North East Thames k& 62 86.2% 16
Socuth East Thames 59 51 86.5% 15
South West Thames 3z 29 90.0% 11
Wessex 33 30 90.9% B=
Oxford 35 312 490.9% &=
South Westarn N 28 90.4% 10
West Midlands 69 60 av.a% 13
‘Mersey 3 29 9t.8% ]
North Western 55 58 a8.4% 12
Wales 36 33 92.3% 5
Borth Scotland 16 15 85.3% z
South Scotland 24 19 81.8% 19
West Scotland 37 30 82.48% 17
Northern Ireland 17 16 86.0% 1
Republic of Ireland 46 3y 73.3% 20
ALL REGICMS agz 706 B8.1%

Britich Pacdiatric Surveillance Unit

COMPARISON OF REGIORAL RESPONSE RATES
Deviation Eron mean (88.1%) by region
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In order to maximlse the responze rate and ensure az comprehensive a
coverage as possible, members who conslstently fail to return the report
card are sent a series of reminders and letters requesting their
co-operation. f#n inltlal group of §% non-respondents was ldentified who had
not.  returned any card since the start of the scheme. Many of Lhese were
found to be speciali=zts unlikely to see any cases of tLhe relevant conditlons
or had no clinical work, and were therefore removed from the malling Llist,
To date three further cohorts, of 34, 8 and 17 non-respondents, have been
identlifled and remindars sent. The principal reasons for lack of respconse
are given In Table 5.

TABLE 5 - REASONS FOR NON-RESPONSE
by members consistently Faillng to return a report card

REASCN CIVEN NUMBER IN EACH COHORT
in pesponse bto reminder letber 1st.  2nd 3rd  TOTAL
a) Had not received the cards (eg due

to change of addreas} 5 6 - 11
b) Had been on leave or sick L] 2 1 7
¢) A colleague had replied instead & 1 1 8
d) Speciallst not seelng any cases of

the relevant conditlons " 2 - 13
@) Ratired or doilng no clinlcal work 8 3 - "
f) Gone abroad - i) 1 2
g) Had not reallised that “nll returns”

were wanked § - 1 K
h) Cost of postage or adminlstratlve

Ineonvenience 2 - 1 3
i) Oversight or pressure of work ) 5 1 10
1) Did return the card - must be lost

in the post 1 - - i
k) Other or no response 10 Yy 1 15
1) Returned card without giving reason 12 10 1 23

for delay
TOTAL 69 34 8 111

REPORTS & DOCUMENTS —

The summary protocols, case deflnitions and reporting lnstructions for the
conditions included Iln the BFSU scheme were reprinted in the form of & set
of AS cards in a hard-back plastic wallet, proviging a durable reference
document  for respondents. The wallet has rcoom for the addition of new
protocol cards as further conditions are added to bhe scheme.

A new Introductlon to the Repartlng Scheme has been compiled, along with a
get of Guldelines on Applications for the Iaclusion of Studles, These
contaln respectively, an overall explanation of the operation of the scheme
for new respondents (or anyone else wanting a comprehensive Introduction to
the BPSU syatem} and detalled note= For the guldance of research uworkers
wishing to apply for the inclusion of a study in the scheme.

- 1% -



An Important alm of the BPSU is to simplify as far as possible the reporting
of rare diseases by making avallable a single unifled scheme. A secondary
a2im is that the BFSU should be aware of other natlonal or reglonal enguiries
In order t¢ help avoid duplicatlon of effort and confusion and annoyance Lo
reporting paedlatriciana. With this in mind, an enqulry was sent to the
BPA*s twenty Regional Representatives asking them to list all surveys, which
involved reporting patients to outside bodles, known to them to be operatlive
in thelr reglon, and a report uwas complled From thelr replies.

A short article on the BPSU by Dr 38 M Hall appeared in the PHLS Microblology
Digest of August 1986 (Vol 3 No 4).

4 summary report on the BPSU/CDSC Reye's 3yndrome 3urvelllance Scheme
appeared In Communicable Disease Report {CDR) B7/33 dated 27 August 1987.

Coples of the above documents are available from the BP3U office.

The BPSU Third Summary Report uhleh appeared in CDR 87/32 dated 14 August
1987 and the Fourth Summary Heport which appeared in CDR 88/02 dated 15
January 1888 are attached to this report as Appendices B & C.

Ain article on the BPSU was published In the Archives of Disease in Chlldhood
in March 1988.

s
. PRESENTATIONS & PUBLICITY —

Since it became operationally active there has been increasing Interest in
the BPSU and an increasing number of requests F'or formal presentatlons on
its concept and activities. Twelve such talks were given by the Medical
Coordinator in 1987 to paediatricians, community physiclans, academic
departments of epidemiclogy. parents’ groups, the DHSS, and to the British
Thoracic Soclety which is considering setting up a similar facllity.

In additlion, the Medlcal Coordinator has had many informal discussions about
the BP5U wilth visitoras, both home and overszeas, to CBSC and to the
Department of Epldemlclogy, ICH. Hembers of the Sclentific Advisory
Committee have also discussed the BPSU scheme with colleagues abroad. Talks
given on the condltions reported to the BPSU, in particular on Reye's
syndrome and AIDS, have included detalled reference to the value of the Unit
in contributing t¢ those studies and surveillance schemea.

Publicity in the medla has included an Interview on Radlo L's “Today™
programme (wlth a request to return for a follow up to report progresa) and
an article in The Times.

FUNDING —

The Unit has continued to be supported by a donation from an ancnymcus Trust
recelved by the BPA through the Royal College of Physiclans of London. The
Medlcal Coordinator's post was funded to the end of 1987 half by the PHLS
and half by a donation through the ICH, and from 1988 ls a permanent
appointment with the PHL3 CD3C, These funds will coniinue into the
finaneial year 1988/89. Alternative sources of long-term funding are now
being sought.

Restoratlon and furnishing of the Research Floor of the BPA offlice, on which
the BPSU is situated, waz made posalble by a generous donation of Children
Nationwide to the Royal College of Physiclans Appeal.

Steering Committee 1= grateful to Allen & Hanburys Ltd for production of the
study protocols and to Sanofl UK Ltd for printing the Annual Report 1985/86.
A generous donaticon was also recelived from Schering Plough Corporatlon.

It has been decided to ask research workers applying for the inelusion of a
study Lo allow In their applications to funding bodies for a eontributlon to
the costs of the BPSU, currently set at £72 per month. Houwever, 1t 1=
eniphasised that no study wlll be rejected because of inability to pay this
“voluntary fee™ and proposals are considered on bthelr scientific merits
alone.




Appendlax A

PRINCIPA RC 4 ADD

AIDS in childhood
Principal research worker:
Research hase:

Duration of study:

Necnatal herpea
Principal research workers:
Research base:

Duration of study:

Reyets syndrome
Kawasakl dlsease
Haemolytic uraemic syndrome {HUS)

Pr G A Ellam

PHLS CDSC

6% Colindale Avenue

London NW% BEQ

01-200 6868

June 1986 for three yearsa {then subject Lo
revie}

Dr R Dinwiddie & Professor C S5 Peckham
Department of Epldemiclogy

Institute of Child Health

30 Gullford Street

London WCIMN 1EH

01-242 9789

Initlially June 1386 for one year, now
extended to two years

Haemorrhaglc shock encephalopathy syndrome (HIE3)

Principal research worker:
Research base:

buration of studies:

Ir $ M Hall

PHLS CDSC

61 Colindale Avenue
London NW§ SEQ

01-20D0 6868

June 1986 for three years

Subacute sclerosing panencephalitls (35PE)

Principal research worker:
Research base:

buration of study:
XLAED

Principal research worker:
Research base:

Duration of study:
Lowe ayndrome

Prinelpal research worker:
Research bage:

Duratlon of study:

Dr ¢ Miller

PHLS CD3C

61 Colindale Avenue

London NW9 SEQ

01-200 6868

June 1986 for three yeara (bhen subject Lo
review)

Dr A Clarke

Department of Human Geneties
Universlty of Hewcastle upon Tyne
Kewcastle upon Tyne

NEZ HAA

June 1986 for three month2 only

Dr C McKeown

Department of Medical Genetlces
5t Mary's Hospital

Mancheater M3i3 OJH

061-276 6264

January 1987 for one year

Aceldental drowning and near drowning

Frincipal research workers:
Regearch base:

Duration of study:
Galactosaemia

Princlpal research workers:
Research baze:

Duration of study:

Childhood onset dlabetes
Principal research workers:

Research base:

Duration of study:

Dr J R Slbert, Dr A Kemp & Dr H Jackscn
Department of Child Health

Llandough Hospital

Penarth

South Glamorgan CF6 1XX

0222 TO8&01

January 1988 for bwo years

Mras A Green, Dr J Holtcn & Dr J V Leonard
Dr M Honeyman {Research Fellow)
bepartment of Clinical Chemistry
Children's Hospital

Ladyuwocd Middleway

Birmingham B1§ BET

D21-454 4853

Jahuary 1988 for three years

Professcr J D Baum, Professor R J Jarrett &
Dr E A H Gale

Institute of Child Health

Royal Hospltal For Sick Chlldren

5t Michael's Hill

Bristol BS2? 8BJ

D272 2154 41

January 1988 for one year

Haeworrhagic dlsease of the newborn

Frincipal research workers:
Research base:

buration of study:
Rheumatic Fever

Princlpal research workers:
Research base:

Duration of study:

Congenital rubella
Principal research workers:

Research base:

Duration of study:

br A W McNlnch & Dr J H Tripp
pepartment of Chlld Health
Royal Dewvon and Exeter Hospital
Barrack Road

Exeter

0392 77833

March 1988 for one year

Profesacr R J Roblnson & Dr 8 M Hall
Department of Paedlatrica

United Medlcal & Dental School

Guy's Hospital

London Brldge

London SE1 9RT

01-40T 7600 ext 2093

January 1988 only

Profeasor W Smithells {Morth) & Dr H Holzel
(South)

University Dept of Paedlatrics & Chlld Health

D Flcor, Clarendon Wing

The General InfTlemary at Leeds

Belmont Grove

Leeds LS2 9NS

0532 432799 ext 3909 (North)

D1-305 9200 ext 5285 (South)

April 1988 only
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Appendix B

kath August, 1947 CDR 3732

BRITISH PAEDIATRIC SURVEILLANCE UNIT  THIRD SUMMARY REPORT

This report updates those of the flrst slx months of operation (COR 85/46 and 87/07) and
presents the reaults of the third quarter's mallings (January-March (987 Duwrlng this period tha
repctable condltions were the same az In the second quarter except that diabetes was repisced by
Lowe's syndrome.

Lascy reported and comment )

The table shows 3 menth pericd, the number ¢f cases of each conditlon which were reported
In the first nina Boau._.awwon cperation of the BPSU and which heve subsequently been confirmed by the
Indlviduaj investigators. These figures exclude cesus not yet followed up, those reported in error and
those double—reparted within the BPSU system. Tabiea In previous ceperts have alse Included total
{corracted for double reports and errors) reports by quarter. Those flgures will now be omltted In
Interjin reports far the sake of clarlty, althaugh a summery uncorrected total for the whole nine
month perlad s provided for each condition in the table below. A more detalled breakdown will be
provided anmually.

Jun 1986 Jun-Aug Sept-Nov  Dec 193é.
Condition Feb 37 1386 1986 Feb 37
AIDS in childhood b1] Eid 3 1
Neonatal herpes 17 &* F] m
Reye's syndrome “w wu u“ "
wneuj_n.m_ uraemic syndron i i7 19 2
Hasmorrhagle shock gunrzovo“ﬁ. syadrome “w r w- _w “_
W:us._.-E*ouB N—..un_inﬁ_hzn v-_..onnunun..zn-_ﬂhb dysplasia - i3 ol MNfA NSA
Dlabetes 20 N/A 20 NJA
Lowe's syndroms il NjA NJIA 5
. - 1 . reporting month la one month beliind malling menth
ome @ flgures cazes "avar .seer™ or "seen in past year*
t see text

Tha overall return cates of cards malled In Janvary, February and March weres 36% (685/793),
. {706/799), 324 (690/797), 90, 90, and 76 days after the mallings respectively. (A malilng i3
. tongidered "cornpleted® 90 days after thé posting datel.

Replies wera eventually received from ol &7 paediatricians In the swvey of initlal non-

... . respandanta (CDR.£6/46) (those who did not return any. ot the first three months' cards). Only 2 of

them  expressed dissatlsfaction; 21 othars were
sl temoved from the maling, mainly for
administrative reascny. The remalnder are now

FepOrting.

A cohort of 3% “secondary” nen-reapond
(those who returned cards $n Boir“__..ﬂ_—.m—rrﬂaaaw
subssquently) has racently besn lde a
-onﬁ-m..o:u:wﬁq Is currently under way to
determine  possible reasons for thelr non-

A phical breakdawn of rasp rate
!Bnuu.n.- over manths 68 (the most recent
*complieted” malilngs} Is shown ln the flgure, 1t
ranged fram 7% In the Republic of Ireland to
9% In Easst Anglia and Wast Thames.
Theee further conilitlons have besn provislonally
accepted for Inciuslon: near-mlss  drownlig,
galuctosaemia  (both  natlonal  surveys) wnd

I 1 disense (reglonal survey). Study
plans  are  still  being  tinallsed by the
Investigators but It |l antlcipated that these
conditions will be added to the report card later
In the year. .

Pasdiatrlc AIDS I3 ona of the most
important conditions (n public health terma)
which s ‘ascertalned by the BE5SU scheme and a
description of cases reparted to date, by the
CDSC  Investigetor responsibie lor  pasdlairic
AIDS surveilisnce; follows.

- 16 -

loth Auguat, 1987 CDR &7/32
AlDS

. Twenty-nine ceports were received In the flrst 9 he of the prop +  Three were
reporting errors and 2 were duplicated, - Of the remaining 20, 19 have been confirmed as HIV
Infectlonst [1 with AIDS, 2 with AIDS related complex {ARCY and | wha Js cuerently asympiomatles
19 cases are currently under tnvestigatlon.

Of the 14 reported cases of RIV Infectlon, 10 (6 male, 3 femsle} were Infected vertleally by
thelr mothers, and 4 (3 male, | female) by transiuslon of blood or Facter YNNI, In only % cases was
the Infectlon atquired in the British 1sles.

ired by feto-maternal transmisslont of the 10 infants infected vortically, gestatlonal nge
y and &1l were N At teri, In € the birth welghts were also available, ranging from
JOD0-4300gms, with 8 mean 3377gms.

.- Three mothers had been by of i d bload; | In Germany, 1 In the
UK, befere the onset of routine donor screenlng In October 1335, ard | In Alrica. This last mother
hat had 2 children who have both developed AIDS, 3o that & total of only 3 muthers Is Invoived,

~"Fou mothers scquired Infectlon heterosexually, One, a UK tesifent, was the wlie of a
haemophlllacy 2 others wore from Afrlcs where heterosexua! transmisslon is belisved 1o ooour
commenty, and 1 wat from the United Arab Emlrates.

bl

thers were Intr drug abusers {IYDAS), 1 resident in Ireland, the other in London.

Cases ai direct transmisslon: four Infants acquired infection postratally. Two were born
qu_«.nEE at a weeks gestation nnmmnnzta:.. and both recelved tranzfusions of infected
loed In the US. The other 2 were haemophiliscs resident In the UX infected by the use of non
heat-treated Factor ¥1il

Incubatlon and survivalt of the 10 who scquired Infection in titera, the tlme from birth to the onset
of symptoms was known tn 9 and varled fram 3 to 3% menths (mean B4 months). A further chlld wes
stlil asymptomatle at I year of age. Of the 3 Infants known to have died In this group, murvival
times were 13, 3% and 96 months, One infant was lost to follow=up after survival af 30 months,
The remalning 6 have f0 far survived for & mean of 50 months since birth, with range of 12 to %6
months,

Of the & who were Infected directly, 2 recelved transfusions In the neonata) period.  One
developed symptoms at 11 months of age and dled at 20 months; the other developad symptoms at 9
manths, but has been fost te follow-up, The time of Enfection In the 2 haemophlllacs who were aged
8 and 10 years at reportlng is unknowns the older child developed symptoms and dled 17 months
after his first poaitive antlbody test; the younger child has daveloped symptoms 21 months after his
first posltive antlbody test.

Clinlcal_featurest ctinizal sbrormalitles In the 13 children reported who were symptomatle Inchuded:
persistent generatised lymphadenopathy (11}, repoated and olonged eplsodes of Infection (7), Infection
with oppartunistlc organisena {73, interstitial preumonitia Gw... protracted diarrhoes and fallure to thrive
{3 peticds of va_n:moq.?tmq at ,zome stage during . thelr ciinlcal course {4), and generallsed

Two

Iy

dermatitls {3). Four ped nel glcal symp y 3 showing regresslon of milestones after an
inltlal period of pormal development and one had spastic paresis,
Conclusion

Although rumbers are still small, sueveillance of paediatrle AIDS wll provide am Important
marker of heterosexval spread of HIV ms well ns useful Information about the natural hlstory of the
Infection In chiidren.

Reproduced From Communicable Digease Heport by permission of the Editor
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$5th Jenuary, 1988 CDR $8/02

Fourth Summary Report

This report updates thase of the first % months of operation {CDRs B6/46, $7/07 and 87{32) and
_x.nurw_..z & summary of e results of the whole of the Unit's first year of malllngs [July 1986-June
19587},

It was encoursging that, overall, 31% of cases for whom Informatlon on Iollow-up was available
wete valld, and ali Investlgators have expressed satlsfactlon with case ascertalnment, The fotal
number ef reports received for cach condltion, and the outcome of follow-up by the lavestigators
(tabla 1} shows a smail excess of cases of AIDS In childhood pared 1o the ber shown In the
AIDS surveillance report (CDR E7/44) for about tha same time petlod. The difference i3 accounted
far first, by paedlatric cases “concealed" withln the haemophillac and blood recipient categories in the
AIDS survejllance tablep second, by cases reportod from the Republic of Traland to BPSL and thicd,
by these who satisfy the case detlnition for reporting te BPSU, which Is somewhat broader than that
usad In the natienal AIDS surveillance scheme.

Ejlﬂ-ll&i
otal reports mbar val

July 1986-June 1937 Yes* Not ot knownt

KOS In childhood™ — 3 21 (368 13 {37.8) w.d..s:
Heonstal hetpes* 21 L IRCFR] 9 (%2.9) 3 {143
Reye syndrome 9 20 (40,8 20 (40.0) 9 {18.4)
Kawasakl dlsease 120 106 (313 10 {8.1) 13 {10.6)
Haemolytic uraemic symdrome H 33 (76.9) 1 {2.0) 11 21.8)
Haemarrhaglc shock

encephaicpathy syndrome 17 12 {70.6) 2018 3 {17.6)
Subacuts sclercalng

parencephalitiy® 33 25 (75.8) ¥ (12.5) a {[z.1
x-linked un__..mn-dzn ectodermal :

dysplasia® 13 2 (154} . i1 {84.6}
Insulln—dependent dlabstes?

{S Western reglan enly} 20 20 (100.0) - -
Lowe syndrome 15 5 (3.3 1 (6.7 9 (50,0}
Al 376 253 {86.9) &1 {18.1) &3 (17.2)

* meots casg crlteria

¥+ reporting erroc, dupll jaed d

+ yt{il baing followed-up (st L/I1f87) '

¥ flgures include cases ever soon (AIDS} or seen In past year (others) as well as new cases in past
month

# 3 month surveys

._._._.aa..n_.n_._Bncn:qunou.waanu_-.on.o_nﬂ&Bn__aanabvq__.;uw!ﬂ_u::n_wﬁiu;
697794 (88%), £93/790 (838} and .Bu\u? (89%). The mean monthiy response rate for the 7-month
perlod December 1986 to June 1987 was 85%, with reglonal varlations ranglng from celatlvely Jow
levels of 73, 80 and 31% (Republic of Tretand, West Midiands and Mersey respactively) to encouragingly
high levels of 94, 95 mnd 96% (SW Thames, East Anglla and Yorkshire respectively), A table of
regional reponse rates was locluded Ln the October malling with the alm of further stimulating
reporting. Investlgators are also kept informed of reglonal varlsbility in response.

Perdjstant non-respondents {those who do not return cwrds for 3 consecutive mallings) are
identified regularly and remsons sought. The pumbers ln each "cohort! of nonwrespondents In the first
yewr declined from 69 to 3% ta 1 and the were administrative ones such ay
retlrement, change of address snd slck leave.

Flve other conditions have beea definltety or provislonally accepted for incluslon in the 1988
malllngs:  gatsctosaernla, diabetes, hasmorrhagic diseass of the newborn, near-miss drowning and
tal 1. [ additlon, a "one-off" survey of acute choumatle fever In 1987 will be corducted
through the first 1988 mailing, and this will be repeated In 1989 to ascertain cases occurring n 1988,

A few respond have exp d concern about the workload engendered by the BPSIL 1t
seams unjikety that compietion of the monthly card would be very tlme-consuming. The greatest
time com would be exp d by paedlatricians who report ¢ases and from whom Investigators
then request further Informatlen,

Table Z illustrates an mnalysis of workload as measured by number of cases (all coadltions)
reported by each tespondent for the peried July 1936 to Sep ber }987. Approxi Iy twa-thirds
of respondents reported no casss so thelr BPSU time commitment was restricted 1o completing the
monthly card. Two-thieds of those who did report notified only one case. The highest numbsr, B,
was reparted by only ane paedlatriclan. These figures suggest that the majority of respondents are
not being excesslvely burdened by the BPSU. The Unlt recognizes, however, that It Is essential that

- 1B -

I3th January, 1938 CDR 88/02

Table 2 BPSU 1 respordents! workload the tatal rumber of reportable canditions must not
July {936 - tember | 987 become  excesslve (the present card allows for a
maximum of 12) and that follow-up s kept a3 simple
as possibte, b dlatricl also report to other
national surveys and the goodwi)l engendered must nat

1 207 (234} be abused.
w ““ M“.““ Tha tirst ysar of the BP5SU has besn a success
& 3 :.2 &3 judged by res ratos, Investigators® satisiaction
3 2 A.e.n- and requssts foc  new  studies to be  Included.
3 1 €a. Paediatricians wre  warmly tharked for their co-
LU} - aperation. A beief revlew of the contribution of the
+ of any of the reportable conditlons BBSU ta the surveiliance of SSPE follows.

Brltish Paedlatric Surveitlance Unit.

Introduction

A Rogister i cuses of SSPE in England and Wales way st up In 1970 to provide base-tlne
Information on the incidence of the disease before it could ba affacted by the Introduction of measles
vaccination. The Reglster retles on Information from the followlng sourcess

1. laboratory reports to the Communlcable Disease Surveillance Centre;

1. voluntary notlflcation of cases by paediatricians and neurslogista

1. from L580-A5, sn annual enquicy to the same, glving update Informatlon on Incidence;
4. death certificaizy

% from 1986, reporty fram the BPSU.

The first ¥ sourcey ace P Tiary but | plete.

Results

Catey reposted ta the Reglster are shown in the flgure according to sex and year of onset. The
totsl number Jn England and Wales from 1962 to November L1987 ls 270: 201 mselos and 6% females,
& ratlo of nsarly 3 ta oqe. .

Year of onset and sax tand and Walex 1962-37

- maie
] B temate

R 11111111 [T

_cubnwoﬁ«u.wu.:qu.aﬂﬂa & B 43 B4 83 M5 AT

Since July 1986, 43 cases of 55PE have been reported to the Register through the BPSU. These
Include 23 cases In England and Wales, af which ¥ had not hean notified from any other source.
These have now been followed-up through the consultant, In addition, one caze was reported to the
BPSL In error, her had a dlag and a further 3 o be d-up, Sevenieen
cases were reporied from Scotland, N, Ireland and Republlc of Ireland and wers not followed-up,

Comment

Although the "yield® of & otherwise unreporied cases may jeem Small, It la valuable for 2
reasons. Firstly, since the Incldence of 5SPE appears at last to be falling, it i3 essontlal thas the
Reglster should be notitied of every case. Secondly, it was reassuring that such a high proportion of
cases had aiready bren reported. The epidemlological data on the 270 cases are now being analysed,
Preliminary results show that since 1980 the averape age of onset has increased trom |0 years for
both sexes to nearly 12 veacs for males and over l% years in fomales, There has been no
corresponding increase In the age of measles In cases diagnosed slnce 1950,

Dr Christine Miller, CD3C.

Reproduced from EEW by permigsion of the Editor
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Appendix D

TABLE 1 {p7) and TABLE 2 {pB) updated to 313t March 1988

TABLE 1 - CASES REPORTED

- UPDATED

by quarter - for the 15 months June 1986 to August 1987

2nd Qtr
Sep-Nov

AIDS
:mwvmm
Reye's
Kawasakl
HUS

HSE3

BSPE
XLAED
Diabetes+
Lowe

4: All reports recelved
* Pirst quarter includes all cases
known or seen In last 12 months

TABLE 2 - OUTCOME OF FOLLOW-UP

Dec-Feb

3rd Qtr | 4Eh Qtr

Mar -May

5th Qtr
Jun-Aug

B: Cases confirmed at 31/3/85
+ Pllot survey in South
Western Hegion only

- UPDATED

of cases reported in the 15 months June 13856 to August 1987

INVALID
IIa 1Ib

vmxnmzﬂpnm IN EACH OF:
CONDITION i1 IiI
AIDS

Herpes

Reye's

Kawagaki

n

—

Diabetess
Lowe

Case followed up and confirmed by research Wworker

Confirmed - already known to regearch worker from another source
puplicate report within the BPSU scheme

Reporting error or revised diagnosis

Not yet known

+ Pllot survey in South Western Hegion only




