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Professor Frank Hytten FRCOG Dr Daphne Christie
Blossoms d christiei@ncl.ac. wk
Cobblers Hill '

Little Hampden

Crreat Missenden HP16 9PW

19th March 2004

Dear Professor Hytten

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm hirth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth” on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation

Sir [ain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

hese seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “'What was it like at the time?”, “Why did things happen the way they did?”

This 1s a particularly fruitful way of generating interest in, and providing material sources for,

the study of significant events in recent medical history. [ enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these
seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians. and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further details in due course and would particularly appreciate, at this
stage, suggestions of possible participants.

[ look forward to hearing from you and do hope vou will be able to accept this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey







The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London = WW 1 [AD
www.ucl.ac.uk/histmed + +44 (0) 20 7679 8100

M lan Jones
Publishing Manager
IheWellcome Trust
153 Euston Road

LONDON NW ] 2B

16 Junege 2004

Dear Tan
The Wellcome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity

and mortality associated with pretern birth

May | say on behalf of The History of Twentieth Century Medicine

organiser, how grateful we are to vou for vour contnbutions o vester

really was a splendid occasion, and we hope that you enjoyed it as mucl

who were observers

s mentioned in previous correspondence and an the meeting, the taped proceedings of
¥ " B g '] [ ¥ . 1) f y 1 ¥ i a . ' % . 1 i - B
the meeting will now be sent for transcrpiion, and we hope o have a draft manuscrpt o
send vou in about six months time for vour comments. Ultimately we intend to publish
|
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an edited version of the proceedings, and vou will be sent a copyright assignment form

and hinal proof before
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D Daphne Christie
Senior Research Assistant to D Tilli Tansey

Trwst Centre for the History of Medicine 01 University College
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Mr lan Jones, Lois Reynolds
J"u|~||.~i1in1u, Manager, gl o

The Wellcome T rust

215 Euston Road, Lel: 020 7
LONDOMN, Fax: 020
NW1 2BE.

14 June, 2005

Dear lan,

Witness Seminar: Prenatal Corticosteroids, 15 June 2004

| nope you hawve recenved ?-I'-:.' drafr copy of the iranscript on ..'”i'-'l-'.f"..'. Cortricosreroieds o I!'.':'Il'“_l.l.':-'
: .

R p e i ;
Morbidity and Mortality’, vo which vou contribured.
We have yet to receive any comments or corrections, so we are enclosing a copy of the orieinal
N : E 1 St
lecter of 7 December 2004, the pages with your contribution and a second copyright assignment
form '|"||.I- oneg for vour records).,

Your corrections along with any cor respondence will be deposited in Archives and Manuscripts.

Wellcome Library, along with the tapes from the meeting

I would be grateful if you could return vour corrections by 27 June 2005.

Any turcher delay could compromise the planned publication date of November 2005 Earlier

"H.'l'-ll‘-H:'L are Ire |.|1. .i‘.xLiLLl:-.!i At W L ‘___],__u':\ -!|i-\.||'|'|-;-.. Wi« '\--l.."\._l'l""ll

LEN

|| you |f'1|n:-\. [ could 1NEWes ANy questions, |'h|;_-_|-\.\ contact me hy [|_-||_-||h,,3-|k. on 020 7679 '-\]12 by

fax on 020 7679 B193 or by e-mail ac /s

&

Yours sincerely,

Mrs Lois H-;'j-.'lhnhh
Research Assistant to Dr Tilli Tansev

enc: Jones page, 2 x copyright assignment form, original letrer 7/12/04




Prenatal Corticosternids for Reducing Morbidiny and Morualiny

were interacting, and how it was you came to be discussing, and it seems to me
thar what you have said, and 1 just wondered if this was an accurate impression,
is that he actively sought our your dara, he came to hear your ralk, came ro ralk
to you because it was of particular interest to him, and rthar we have nor so
much the coincidence thar Richard intimated earlier with his question, but a

deliberate conversation berween ',1--.-1|1|-.' Wwith a Common Interese,

Aver:,r-_ We didn't know we had a common interest untcil we were

drinking tea of all things.

Professor Sir .Christopher Booth: How did it happen that you were in

Christchurch ar thar crucial moment?

Avery: Oh they had invited me over as a visiting speaker. They had

heard of this, no not of this, I was I'un]'_n_t,_‘, around with surfactants.

~

RN
F)f[ lan joneg: You mentoned thar Mont had Wellcome Trust

" e g 1 s 1 = s
fl.l]'ltlEIH_‘L. ';..HI.['.I.] VO |l'.'|| Lis .Il'."l.1|'II[]E .I.l'll.ll.ll the type of |3.]II.I.]II”‘ -l]I.,'

It

i . . . 1~
had, and how significant thar was to his work?

Harding: The short answer is no, | cannot, and | could go back and ask him.
He commented about who gave him the MOoney and [ think l,'l[-::-:.'-,,||_||__1,' he
simply asked for research funding, looking at preterm labour. 1 cannor tell you
more derails abour how much it was, not his personal salary, it must have been
working expenses. It was for some considerable period of time, because he

'l"\-llil-.l.'~'-.1 LElL} ||'|]"~ bong '~L"-.'1'I'.'I| VORs.
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THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT

Witness seminars are intended to address issues of medical-historical interest in che later half of the
twenitieth century. The entire :1I\.ll\.':':'|=.i|'.:\;:"\- are recorded and rransc ribed by the Wellcome Trust with a

VIEW [D Pllllli. ACION [0 FeEneErans i-ll'\. FEST LN, 3 I||.:. |'\l!l.l'. ;|_|;' _'||,i,i;_'i|,|: LTS ||-|_ | '\|'.||:_\,'||! \.i!_'|||||., ANt &vents
in recent medical history. As copyright in anyzl you said during the proceedings belongs to you
(copyright in the recording of the proceedings belonging o the Wellcome Trust), we would be grateful if
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NAME Mr lan Jones

ADDRESS
Publishing Manager, Wellcome Trust, 215 Euston Road, London NW1

WITNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity and Mortalicy
15 June 2004

ASSIGNMENT

| .-:-nr]r:u |i'l.|". | LI I'|'.'.||I!E'|:'-| .|:|'i |._u|| OWNer ofF my ._|1--"|||'_=,1|,'_||.|r'_ (18] |!'|;- E";"'“:':-'E”:":""l l|||_' "."-.'||_|||_'ax
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ASSIE to the 'l ruustee of '..".-. W ”-.ll::‘:: the | rust th .|-E!'.|':'_"'|| m mv Conmmbution
SOUND RECORDING

[ confirm thar the enrire copyright and all ather rights in the sound recording made of my
Contribution by the Trust at the Witness Seminar (“the Sound Re ording”) and the transeript made
ot the Sound Recording belong to the Trust tor the full period of copyright including all remewals
and extensions

PUBLICATION

| ||.!'\:.:'||5‘.lll-|i.li.5|.:\.' the IIL:IEI of the .l.|I!'\.| .I\..5'\-\-|!:|5\"'.,||.[|||_' 1,.\,ll'l'.\,_-|l\._:|'|| In my L l.'ll'.|”|.'||||:'.l.l|| to P”Iﬁii\ll T

Conmmbunon in '\\.l'llla' ar in part.

[ acknowls ge the Ii[_'lll of the editor of any ;li..:'l!.l..'.llll'l of my Lontributon o edic my Contribution
provided thar my approval of any changes made by the editor will be obtained (such approval not 1o

be unreasonably withheld).
USE OF MY CONTRIBUTION

I reserve the right to make use of my Coneribution, having first obained the permission of the Trust
for me to do so (such permission not to be unreasonably withheld) and | confirm that in any such
use [ will acknowledge the Trust

Signed e e ﬂt—\,&.&f\ v Dare.,...] 6




Lois Reynolds

From: Jones Mr lan [i.jones @wellcome.ac.uk]

Sent: 09 Movemnber 2005 21:24

To: ucgarey@ucl ac.uk

Subject: RE: Witness Seminar: prenatal corticosteroids : last query

hi Lois, Publisher since 2003, at the Wellcome Trust since 1992,
incidentally i was born in 1965 not 1945 - i must be ageing particularly badly...

lan

Original Message-----
From: Lois Reynolds ;I'|‘.-:li:ll.|:1u;_-',.Lll'l.'(l*' uel.ac.uk]
Sent:  Tue 10/25/2005 10:28 AM
To: Jones Mr lan
Ce:

Subject: Witness Seminar: prenatal corticosteroids : last query

Hi lan,
Could you let me have the missing date in your biographical note below?

Besr wishes [E::ﬂ] ] 01%

O-0-0-0
Mr lan _]-.ll'll:;\.

(b. 1945) has been Publisher ar the Wellcome Trust since 19xx
U=01=00-1)

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine ( IrOUp

Wellcome Trust Cenrtre for the History of Medicine
at UCI

210 Euston Road,

LONDON

MW1 BE

Tel: 020 7679 8123
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8192

www.ucl.ac.uk/histmed

I'he Wellcome Trust Centre is supporred by the Wellcome Trust, 2
charity, no. 210183,




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London * NW1 1AD
www el ac.uk/histmed = +44 () 20 7679 8100

Professor Marc Keirse Dr Daphne Christie
Dept of Obstetrics & Gynaecology

Flinders Medical Centre

Bedford Park

SA 5042

Australia

1 :'l-1ill'l,‘|'| 004

Fax: 0061 5 8204 5454

Dear Professor Keirse

The Welleome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosieroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2pm-Gpm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group 15 organising

Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated

with preterm birth” on Tuesday 15™ June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chaur the
meeting and Sir lain Chalmers is assisting us in the organisation

These seminars address issues of medical-historical interest in the latter halt of the twentieth
century, focusing on British contributions. We invite witnesses of particular evenis o
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The procecdings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?", “Why did things happen the way they did?”
This 1s a particularly fruitful way of generating interest in, and providing matenal sources for
the study of significant events in recent medical history. 1 attach a copy of the introduction to
the first volume of our published transcripts, which will tell you a little more about these

seminars, and lists our recent publications to illustrate the range of lopics we covel

Contimued

The Welleome Trust Centre for the History of Medicine st University College London is funded by the Wellcome Trast

} ] 1 1 e I « I i} nd
which is a registercd charity, no. 210083, Histmed logo images courtesy Welloome Library, London




Sir [ain Chalmers tells me that he has already spoken to you about this meeting and youw
imporiant role as one of the key witnesses. Unfortunately, as he may have mentioned, we do

[T |

Ll

not have the funds to assist with travel from overseas. However, we are able 1o fund 3
travel within the UK to and from the meeting and to offer you accommodation for th

of the meeting at the Ibis Hotel London Euston

It really would be a great opportunity to document this obstetne success story. | look forward

to hearing from you and do hope you will be able to accept this invitation

Yours sincerely

S e

D Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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[he Wellcome Trust’s History of Twentieth Century Medicine Group

Witne:s Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associzted with preterin birth

Tuesd 1y 15 June 2004

2pim-Hpm

Vellcome Trust Centre’s 1listory of Twentieth Ceptiry Medicine Group
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LEBLOND, Professor Charles Philippe
oc

[1965] Professor of Anatormy in McGill
University, Canada

Depariment of Anatomy and Cell Biology,
McGill University, 3640 University Street,
Montreal, Quebec, Canada, H3A 282

tel: +1 (514} 398-6340

email: cleblond@medcor mogil

and 68 Chesterfield Avenue, Westmount,
htontreal, Quebec, Canada, HIY 2M5

tel: +1 (514) 4864837

fax: +1 (514) 398-5047

LEDWITH, Professor Anthony CBE
11995] Emeritus Professor of Chemistry in the
University of Sheffield. 153 Wigan Road,
Standish, Wigan, WNE OAE

tel; (01257) 423158

Council Sedvice: 1999-2001

LEGGETT, Professor Anthony James
[1980] MacaArthur Professor and Professor of
Physics in the University of illinas, USA
Department of Physics, University of lllinois,

1110'W. Green Street. Urbana, lllinoés 61801,

usa

tel: 41 (217) 333-2007

fax: +1(217) 333-9819

email: tormyScromwel physics.uind.edu
and 607 W, Pennsylvania Avenue, Uibana
Ihnoes 61801, LISA

tel #1 (217} 328-6767

LEGON, Professor Anthony Charles
12000] Professor of Physical Chemistry at the
Lini of Exeter. School of Chemistry,
Uneversity of Exeter, Stocker Road, Exeter,
EX4 400
tal; (01392) 263488
fa: (01392) 263434

1 a.c legon@exeter ac, uk
and 100 Stoke Valley Road, Exeter, EX4 SER
tel: (01392} 422433

LESLIE, Dr Andrew Greig William
[2001] Senior Scientit, MRC Laboratory of
Molecular Biology, Cambridge

MRAC Laboratory of Molecular Biology, Hilks
Road, Cambndge, CBZ 20H

tef: {01223) 248011

fax: (1223) 213556

email: andrew@mrc-lmb.cam.ac. uk

T2 Year Bock of The Royal Socety

LEVICK, Professor William Russell
[1982] Visith w, Divisan of Psyc
Australian Natsonal University, Canberra
ACT 0200, Australia

tel + fax -rn"ld .!"le: ?5)5

LEVITT, Professor Michael
[2001] Professor and C
Structural Biology, Stanford University iv
School, Stanford, USA
Department of Structy
University Medical Schoal, &
CA 4305, USA
+1 (650) 723 6800
+1 (650) 723 Bd6a
email: michael levitt@s
and BBO Lathrop Stany , CA 94305
Us4
tel: +1 (650) 856 6628

LEWIS, Prefessor Dan
[ EISSI Emeri v of Botany in
soanch

(0200 7278-6948
Council Sénace; 1962-64

LEWIS of Newnham, Jack, Baron, KT
[1973] Emeritus Professor of Inorganic
Y in thee L ty of Camibri dige and
‘arden of Robinson College,

Redanson College, Grange Road, Cambridge,
CH3 AN

tel: (01223) 339198

email: 1219@cam.ac.uk

fax: (01223} 351794

and 17 Champneys Walk, Cambridge,
CHI 98w

el (01223) 360222)

Medal: Dawy (1985)

Licture: Bakerian (1989)

Council Service: 1982-84; 199698
VP 1983-84

email: tomas. b
Lech
Council Service: 1995

LEY, Professor Steven Victor CBE
[1990] BP (1702) Professor of O
ry in the U C
LINNANE, Professor Anthony William
AM, FAA, FRS, FTSE

Wedicine, Melbo

e, 185-187 Hoddle

Austrabia

tel: +6100) (3) 2426-4200
) (3) 942¢

3
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LITHERLAND, Professor Albert Edward
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LLEWELLYN SMITH, Professor Sir
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Theoretical
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LIGGINS, Sir Graham (Collingwood)

Details: Kt 1991; CBE 1983; FRCSE, FRACS, FRCOG,;
FRS 1980; FRSNZ 1976; Professor of
Obstetrics and Gynaecological Endocrinclogy,
University of Auckland, New Zealand, 1968-87
now Professor Emeritus (formerly Senior
Lecturer); Consultant to National Women's
Haospital, Auckland

Education: Univ. of NZ. MB, ChB, Univ. NZ, 1849 PhD
Univ. of Auckland, 1968

Career: MRCOG 1956; FRCSE 1958; FRACS 1960;
FRCOG 1970. Is distinguished for his work on
the role of foetal hormones in the control of
parturition. Hon. FAGS, 1976; Hon. FACOG,
1978. Hon. MD Lund. 1983; Hon. DSc
Edinburgh, 1996. Hector Medal, RSNZ, 1980

Publications: approx. 200 published papers

Recreations: forestry, sailing, fishing

Addressles): Postgraduate School of Obstetrics and
Gynaecology, Mational Women's Hospital
Claude Road, Auckland 3, New Zealand,
Telephone: (9) 3775127, 3/38 Awatea Road
Parnell, Auckland 1, New Zealand

Copyright material reproduced under licence from A&C Black
(Publishers) Ltd




Sir Graham ].i':'_':‘_‘il'.\: Department of Obsterrics and Gynaeco OFY. Auckland 1 II!i'-.'L'I"*i.I::

5377 THE UNIVERSITY OF AUCKLAND

w E CULTY € [ . -uEn.H | search

= Sir Graham Liggins

Obstetrics & Gynaecology

Sir Graham Collingwood Liggins

CBE, KB, MBChBE (Otago), PhD, FRCS{Edin.), FRACS, FRCOG, FRNZCOG,
FRS, FRSNZ

Emeritus Professor of Obstetrics and Gyneacology

Soon after Professor Liggins joined the Department in 1959, Sir Willlam Liley
startled the world by performing a successful fetal transfusion. The
international pre-eminence in the field of fetal medicine of the School at
Natlonal Women's Hospital was consolidated subsequently by the work of
Professor Liggins who pioneered chronic experiments fetal sheep. He solved
the guestion that had perplexed philasophers and sntists from the time of
Hippocrates as to how the time of birth was det nined. He showed by
ablating the fetal pltuitary gland or adrenal glands in sheep that it was the
fetus, not the mother as generally believed, whe controlled birth. In
subsequent work he found that the same mechanism controlling parturition
also accelerated maturation of fetal organs to prepare for birth. The organs so
affected included the lungs, immaturity of which is the major cause of
maortality and morbidity in prematurely born infants, He showed that by
stimulating the adrenal glands or infusing the adrenal sterold hormone,
cortisol, lung development proceeded very rapidly to a mature state. With his
paediatric colleague, Dr R.N. Howie, he organised a large randomised,
placebo-controlled clinical trial of antepartum glucocorticoid treatment of
women who were likely to deliver preterm to prevent respiratory distress
syndrome (RDS) in the newborn. The success of the trial established the
treatment worldwide and has been responsible for the prevention of death and
intellectual handicap in tens of thousands of infants barn preterm.
Subsequenthy, with Dr J-C Schellenberg he continued his work in fetal sheep
exploring the mechanism of corticosterold action on the lung and the factors
contralling growth of the lung. With the first surgical treatment of the human
fetus (transfusion) and the first medical treatment (antepartum steroids),

National Women's Hospital can claim to be the birthplace of Fetal Medicine

heep:/fwww.obsgynae.auckland ac.nz/stafff graham_ligeins. him




I'he Wellcome Trust™s History of Twenticth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2pm-6pm
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Dr Daphne Christic
Senior Rescarch Assistant to De Tilli Tansey
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Dear sir Graham

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

Ipm-Epm
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June 28, 2002, 4:23 pm
Search for grown up 'babies’ follows ground-breaking 1970’s prem baby study

Almost 1000 people who took part in the ground breaking medical discovery of a leading New
Zealand scientist are being searched for 30 years later by researchers from The University of
Auckland.

At the moment, the researchers don't even know their names.

The people were born to mothers who took part in the 1972 landmark study by Auckland doctors
Professors Mont Liggins and Ross Howie. It made medical history by showing that giving steroids to
mothers in premature labour speeds up the development of their babies’ lungs.

“We only have their mother's name at the time of the birth, their sex, and their date of birth. We hope
that anyone who was part of the original trial will get in touch with us,” says Professor Jane Harding of
the University's Liggins Institute.

Along with Dr Natalie Walker, Dr Stuart Dalziel and Dr Anthony Rodgers, she will compare the health
of people whose mothers received an injection of steroids during the study with those who were in the
placebo group.

“We are interested in whether receiving steroids before birth has any long-term effects on health once
those babies reach adulthood,” says Dr Walker of the University's Clinical Trials Research Unit.

The treatment was so effective that deaths from lung problems were halved in these tiny babies. As a
result, steroid treatment is now routinely given to women at risk of premature delivery all around the
world and has saved tens of thousands of lives.

The 'babies’ are now aged between 28 and 33.

“Their mothers should remember that they were part of the trial," says Dr Dalziel of the Liggins
Institute and Clinical Trials Research Unit. “Any woman who was likely to deliver a premature baby -
between one to four months early — at Mational Women's Hospital between 1969 and 1974 was
invited to participate in it.

“We have tracked down 80 people but have over 900 to go,"” he says.

“The original study was the first and largest trial of steroid treatment ever done, so this group of
people is the only one of its kind in the world. The new study is an opportunity for them to once again
enhance international medical knowledge,” says Professor Harding.

People who think they were part of the trial either as mothers or babies can contact the study
manager, Mary Wills on 0800 783 764 or via www ctru auckland. ac.nz

http://www_liggins.auckland.ac.nz/dynamic/displayArticle. php?articlelD=126 22/04/200.




Professor Sir Graham Liggins CBE FRCSE FRACS FRCOG FRS Dr Daphne Christie
FRSNZ . christief@uel ac wk
Department of Obstetrics & Gynaecology wwnw, el e, ek isremed
University of Auckland Tel: -+44 (0) 20 7679 8125
Mational Women's Hospital, Claude Road, Epsom Fax: +44 (0) 20 Ta79 8193
Auckland 3, NEW ZEALAND

7 December 2004
Dear Professor Liggins
Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality
| enclose a draft transcript of the Witness Seminar on ‘Prenatal Corticosteroids for reducing
Moaorbidity and Maortality” for yvour information. We intend to publish a version of the transcript in

November 2005 under the auspices of the Wellcome Trust Centre for the History of Medicine
at UCL.

If yvou would ke to comment on any part of the transcript F'l||_':i~.-:.‘ feel free to do s0. We do not

encourage extensive alterations, as the purpose of these pubhcations 15 to retain the freshness and
informality of the meeting. However, any additional imformation can be added as a footnote and you
may like to suggest such material. Please mark all corrections clearly on this copy and return it to me
by Monday 10 January. Earlier published volumes in the series can be viewed on our website,
www, nglac uk/histmed/wiinesses. html

We would be grateful if you would provide a 2-3 sentence biographical piece for inclusion in
the notes at the end of the volume including year of birth and dates of major appointments.
We would also like to include illustrations of early work in the volume. If you have any suitable
images or figures, please include these with the pages. They will be carefully scanned and returned in
protechive packaging

The tapes, earlier versions of the transcript, and any additional correspondence generated by the
editorial process, will be deposited in Wellcome Library. A version of the transcript will also be
mounted on the Wellcome Trust Centre’s website shortly after publication.

I look forward to hearing from vou.

Y ours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




3/38 Awatea Rd.
Parnell
Auckland
January &, 2010

Dear Dr. Chris _ B Hed

[ %

Here is the edited version of my tape recording contribution to the Witness Seminar. Also
included is a reprint which contains Figi§which carries the history back a little since it
summarises my work in sheep from which the serendipitous discovery of the effect of

cortisol in accelerating fetal lung maturation was made. Do not use it if you do not feel
that it is appropriate.Had 1 been present at the Seminar, I would have used it to introduce
my comments. | thoroughly enjoyed reading the transcript and will look forward to
reading the final version.I wish that I could have been present to enjoy it Live

With kindest regards,

BTy

Graham C. Liggins




3/38 Awatea Rd.

*arnell

Auckland
January &, 2005

Dear Dr. Christie, L B

L

Here is the edited version of my tape recording contribution to the Witness Seminar. Also
included is a reprint which contains Figi%which carries the history back a little since it
summarises my work in sheep from which the serendipitous discovery of the effect of
cortisol in accelerating fetal lung maturation was made. Do not use it if you do not feel
that it is appropriate.Had I been present at the Seminar, | would have used it to introduce
my comments. | thoroughly enjoved reading the transcript and will look forward to
reading the final version.] wish that I could have been present to enjoy it Live

With kindest regards,
K
i'. s
| 1 -

Graham C. Li
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APPENDIX B

cummary of progress during the current tenure of a Wellcome

Trust Grant

Assays of plasma oestradiol-17p, plasma and tissue
progesterone, 17a-hydroxyprogesterons and 20a~
hydrexyprogesterone, and plasma and tissue prostaglandins
have been developed and have besen applied to animal and
human materials.

The fetal role in the control of parturition has been
extended in the sheep and has been demonstrated for the
First time in a polytocous species (the rabbit),

The first direct evidence has been found for the
involvement of a prostaglandin in the physiological
control of parturition in any species. Dr Karim has
described circumstantial evidence of this in humans but
cannot exclude the possibility that release of
prostaglandins is a consequence of labour. Ouc
observations in sheep strengthen his case for a causal
ralationship between prostaglandins and labour in
humans.

Withdrawal of a 'progesterone block' has been shown to
@ a minor component of the mechanism controlling labour
in sheep.

We independently recognised the preparturient osstrogen
surge in sheep described by Challis at Cambridge and
demonstrated for the first time its relationship to
fetal adrenal activity and to PGFza.

We made the first serial measurements of the production
rates and metabolic clearance rates of cortisol in

fetal animals. We demonstrated that the preparturient
rise in the concentration of cortisol in fetal lamb blood
is a conseguence of increased adrenal secretiaon.

We made the original observation of the phenomenan of
induction of pulmonary surfactant in fetal lungs by
glucocorticoids. This has subseguently been confirmed
in sheep by Kotas and Avery and axtendad by tham to
rabbits.

We performed the first clinical trial of antepartum
corticosteroid treatment in the prevention of respiratory
distress syndrome in the human neonats, A controlled,
blind triel inveolving over 300 women in premature labour
has shown a reduction in the incidsence aof respiratory
distress in babies born at 26-32 weeks of gestation from
75% in the control group to 8.3% in the treated group

(p<0.02). /
¥ '36




Application of our assa) prostaglandins to the study
of the phys logica 2 of PLGFza in human parturition.

A substantial jantity FGFza For clinical use has
been made availa to me by the Upjohn Company. This
: wi 3 used for physiological rather than
ologica nvestigations of the control of
parturition

med fetuses incapable of extra-uterine
anencephaly, severs h icaphalus and
continue 7 provide uitable material
s of 18 yles of fetal




Dear Daphne,

Re: Mel Avery’s comment on p.48. This is news to me and [ cannot imagine where she
got this idea from. I had no reason to make such a statement. I think it should be deleted
unless it can be validated.

Best regards, Mont




Prenatal Corticosteraids for !1‘.-:'::.l.:|_|r|!_'_ f'l.'n|||l|-:‘.||:.' an .\.I-:-:t.||:::."

Hey: I don’t think we will take questions at this stage, because Mel
has just set the scene. She’s been very modest, she’s our main
American witness and she will be able to tell us later a lot more about
the way in which things rolled out. We shall want to hear from her
about when the collaborative trial was done and how it was done, and
why it was done the way it was. Bur that’s a long way down the line
this afternoon. What we should do now, before we have our first
break for discussion and questions is to hear from Jane Harding, who
sits in the room Ross once worked in. | get the impression she aimost
had to sit on the papers that he had left behind, because he had left
rather a lot, and it’s surprising how much more is still coming out of
those papers. So we haven't got Ross here in person, but you |t1i:._fj‘|[

just hear his voice.

Professor Jane Harding: Well, thank you. It's a great honour for me

to be here. [ am SOITY that Mont 1.iggim and Ross Howie are nor well

enough to attend. They would both wish to be here and although the

programme suggests that I might speak on their behalf, I wouldn't
dare. I will tell vou a little of what they have told me and later on
perhaps my own involvement in the continuation of this story 30
years later. I will start by reading from a letter written by Mont

Liggins to lain Chalmers earlier this year and [ quote:

When [ returned to a position as a Senior Lecturer in O
and G, at the National Women's Hospital in 1959 I asked
my friend Bill Limie, of fetal transfusion fame, how o

choose a [[111]{, He said to look for a major p]':rhh:]‘ll that




Prenaral Corticosteroids for Reducing Morbidity and Mortalicy

Was P[![[:['fll'i:!]]}" ."i[]]'krﬂhlﬂ. r|‘!"|l:_' I'I'I.:'lj{!l:' F'JI'[]h]L'!“ Wwas L':'I..N"!.'.
Prematurity stood out above everything else. I naively
t]umght that all I had ro do was solve the ancient question
of what controlled the onset of labour at term and the

reason for premature onset would become apparent.

Mont then described how he worked on this idea, that the onset of
labour was controlled by the fetus not the mother, and how he spent a
sabbatical pcriud at the Vet school at the University of California at
Daviés, to assess the role of cortisol in initiating parturition in sheep. I

recurn to his letter,

‘Back in Auckland I needed a lab and money. The hospital
gave me an abandoned shed; the Wellcome Trust gave me
money. The first experiments were to test the idea that the
effects of the pituitary were mediated by the feral adrenal.
Infusion of cortisol or ACTH caused premature labour at

any gestational age’.

From that pﬂin[ in the story I invite you to listen to Mont's own

words -:ln:m_'rihi[tlg_; the ;1}}[‘1“L;1['Lut‘1 of these ﬂJ'lLl]llg,S to the ]ll!'lg. The

recording you will hear was made in April last year, as part of a

I'l._‘{_'[?l!l'di,ﬂg {'l[:‘ an I;!I]':.]] h-ISiEI;!T}" ]_".'F[!El;_"({ l.l.]'l{li."l'l:;l]'{l;'l!] lfl].’ f!](_,' FII:'H_‘C I oW

oins Institute. It is now named after him and we asked

work, the [.i;_h
Mont to record essentially his life story. He ;!grl::.':l that [ could play to

you a part of it, as it relates to this story.

From a tape recording, Mont Liggins: restirred—to—teral
himgs,—where [ had always been meticulous in doing a

COITIMCLC AU LSy []M.' gl . < L'II'L."L' 1 '{1 ke
plete autopsy of all the lambs that I delivered, weighed




Prenatal Corticosteroids for Hn:'..hnill!_; .I\II:III."'!I.EI!:.' and M

organs, helped I must say by my secretary. And I remember
one morning, there was a lamb |:r'i.!'|g in a cage with its
mother. A lamb that had been infused as a fetus with
cortisol. And to my surprise this lamb was still breathing,
not very healthy breathing, but it was alive and breathing.
[t had no right to be, it was so premature that its lungs
should have been just like liver, and quite uninflatable.

And this struck me as surprising. When we came to do the

autopsy the lungs were partly inflated and this was

g [ i Cosadl, w2y L W,

. _— | :
al"ﬁ:‘il_:lll]'[{']‘r' Hllr]_'llr!};l['lg, .':"JU ﬁﬁ'hff ll'llll:ﬂ l‘i:t."ﬁ_']dl'_' ].3:'.'
the cortisol had accelerated the maruration of enzymes in

the lung that caused accelerated maruration. Now at that

Frliy ek (h Slatdagin

time *t4...facilities were kind=of occupstng the sertous
question of parturition and I didn't have time to pursue
this problem. But it so happened that Mary Ellen Avery

who was working on respiratory distress syndrome, and

o

lung problems, and are=af the discoverizs that surfactant

a

Lal B8 WEEY

was necessary for the maintenance of lung expansion/ $o
\roity o i
we were, going to Mewe .@aiand and=l-was-at a meering in
N = TR ST C
Christchurch and described my findings in thisswelbicwas
a serics of lambs aetnelly, with expanded lungs. She
(TR I % b & P Ty i
combda®t ............. Set up experiments in rabbits, giving
fetal rabbits cortisol, and produced the definitive paper on
the effects of corticosteroids on lung maturation. So, as far
as I was concerned, I left it at that point and thought, "Well
if it works in animals why shouldn’t it work in human
babies?” As far as we knew lungs in human babies had the

same enzymes as animal lungs. Should we do a clinical trial




Prenaral Corticosteroids for Hl.'l.!.l.ll.'ll'li'_ .\'n|-l:'|.‘:l.|ll._‘.' and Mortality

- el
L t.-'r.r." .l.l'-h.'_‘ o L

em—these and put it to test? $8 | was working with Ross

Howie, our pacdiatric colleague, and Ross is a very

meticulous guy and Ross and I, with most input from
Ll reta

Ross, broke the protocol for deing a controlled clinical trial

of corticosteroids in preterm infants. That protocol I might

" o r_;_...-.*lv..'-l—
say has been cited as one of the earliest and best controlled

trial protocols’.

Harding; One of the 1]]in§[n; that I noted in this l'c'L'nrdi[‘l:;_: and in my
many discussions with the principal players was how they always give
the credit to everybody else. You heard on the rape that Mont gives all
the credit for surfactant work to ."'-'hlrj.' Ellen .-"n'-:r_t'. and for the
clinical trials to Ross Howie. Ross, on the other hand, assures me thart
it’s all Mont's idea. In fact it's my view that it was a quite remarkable
Emrm-:_-r,n.hip_ Ross at the time was an MRC research fellow, he was the
only paediatrician at the MNational Women's Hospital and indeed in
New Zealand who was able to ventilate babies. I would like to quote
now from his words describing these events, although I have

abbreviated them somewhart:

At the outset it might be worth reminding others that the
project was only a sideline of the major work of both Mont
Liggins and myself. Mont had his much more widely
ranging research into reproducrive endocrinology. My own
main interest was in health rather than science, L_"\'E‘IL_‘('-I;!”].’
developing newborn services and I just happened to be

around at the time. But I helped to design the tral,




Emeritus Professor Sir Graham { Mont ) Liggins

FERCOG FRCS ( Edin ) PhD

Graduated in medicine at University of Otago in 1949, Appointed to a personal chair at
the Postgraduate School of Obstetrics and Gynaecology. University of Auckland,
specialising in Endocrinology and Fetal Physiology. His most important discovery was

that the time of birth was controlled by the fetus, not the mother.




338 Awatea Rd.
Parnell
Yuckland

June 15,2005

Dear Mrs, Reynolds.

| enclose a slide of partly aerated lungs of a newborn lamb treated with ACTH for 4 davs
at 118 days of gestation.

Please copy it and return it by return as | need to use it in the near future.
Best wishes,

Yours sincerely,

Mont Liggins




Professor Sir Graham 1 igEins CBE FRCSE FRACS FRCOG FRS FRSNZ, Lois E{-:.'_‘.'I:-::- ds
3/38 Awarea Road, el S, ac. i
Parnell,

AUCKLAND,

Mew Fealand.

Dear Sir Graham,

Witness Seminar: Prenatal Corticosteroids, 15 June 2004

lhank vou very much ftor the loan o
after 4 davs of ACTH, 1970, which
published work, and therefore accessible?

Iz there a similar slide — in your

heart and lung at 118 days with no ACTH, for comparison?

Yours sincerely,

."-.l':w- l ||:.'\- |"~|.':.'.|-:-.x:.'~

Research Assistant to Dir Tilli Tansey




Lois Reynolds

From: Lois Reynolds [ucgarey @ucl.ac.uk]

Sent: 10 August 2005 16:38

To: g.liggins @auckland.ac.nz

Subject: Witness Seminar: Prenatal Corticosteroids : final proof for authors

]

corticoG- 1008
05-xpix.txt
Dear Sir Graham,

Artached is an electronic version of the Witness Seminar transcript without the illustrations (234KB), as sent o
Ross Howie and Jane Harding for final comments and corrections. We would be grareful for your corrections
by 7 .‘\'1.']1|:::'|1l1u|' 2005

A hard copy will also be sent by post tomorrow, which includes permission to reproduce your letter to lain

Chalmers, dated 6 April 2004, as an appendix along with Ross's memoir as discribured ar the meeting. Tilli will
| Pl : g

provide a second appendix on the funding from the Wellcome Trust

| would like to deaw vour atrention .Lg.Lin to the matter of Mel Avery s comments on page 48 in footnote 75
':L'I.IP.H.'Li below). Your response in January 2005 was to suggest that the comments should be deleted, because

you considered them to be inaccurare. We have not removed Mel's commenr, for 2 number of reasons.

A Witness Seminar brings together people whose memories of the same event may differ. This was certainly the
case, for example, at the meeting on the Commirttee of Satery of Drugs (Volume 1, 1997, freely available ar
www.ucl.ac.uk/histmed following ‘Publications’ link). Three different versions of the origin of the vellow cards

= : . C 1171 13 3 =7 1
ror .ELI.'.tI.HL' reacrions |see |'l.l:_‘-:'\ 1100, 1LLo% .|:'||,| |_ | Were ',.-_'-,-,',5|1|,|_

Sometimes, participants -.“.*-J;'_u.':: with each other Li'.|r||'.:_1u| after the |1|_-'.'|_'[i:15‘_r__ For x'\c.m:p!u. 1 remark ':1_1,- S
|:_:|'1:|i‘1ll.'||1h'.'l' Booth I-II||':|'IIL', “The Origins of neonartal intensive care in the UK (Vol. 9. 2001) concerning the
appointment of Sir Peter Tizard's successor as Professor of Pacdiatrics ar the Roval Postgraduate Medical School
at the Hammersmich in 1972 irritated several conrriburors sufficie ntly for them to send us their objections, and
to ask that these be made clear in the publication. This we were happy to do (please see note 183, page 44 of the

transcript of the meeting). All the original letters are also deposited along with the tapes and the other records of

the meeting in the Wellcome | i|::-|'.a|'}'. London, and are available to researchers.

'he published transcript of the meering offers everyone the opportunity to comment on others’ views, which
wie 1|'I!.'|i '1|'|x]|.l'i.EL' in an .IE1E‘I'|'||1!'i.'|[L' |:::--::-II'I|I[|'.'. (viz. the |||'|i|;.__ tions .||1|:-|_;|_ Chris H._;u]l'.-x comments abovel, ]|'_ 1,|§i~.
particular instance, both you and Mel could be right. Mel may be completely correct in saying she was told

whart she reports she was told about you. You may be completely correct in x..-_rir_; that you said no such thing
As historians and editors, we cannot il|L|3:c whiat I‘.:I;'_|:L have h '.[":“'“"'J' NoOr Censos 1.._-|1_.|. participants say. W f|..|r

we can do is to offer Lransparency and invire turther partic Ipation by witnesses.

['ve asked Ross If. I‘..-L' would like to I;'|'l|:u' an :|'_{' *-.'.I.'.‘l-\'.l.r :ml-',h(,- ||;!.|'_i\.'|_' -.'l:.J-..h_'.' ol II-;\_'II|_'_”|_'[]|_|\|_|:||_' _m.{

{jL':'E.I[11L'r}'|.i1|'||'|4_', A8 Yo ""-]f-lﬂ':"”'-"j-
Best wishes from Lois Revnolds

(-0-0-0-0-0 (page 48)0-0-0-0-0-0

L

AVERY: Just a note, Monrt Liggins spent a sabbatical in Geottrey Dawes’ lab and specifically rold Dawes thart he
would not allow anyone to do any work, even discuss, surfactants for the whole time that Mont was there. (FN)




The foornote ar present reads:

Professor Mone | ipglﬂ‘i wrote to Dr Ross Howie: ‘] spent a sabbarical with Geoffrev in 1970 bt | L-;'Il-ii:ih-
made no such statement about surfactant. [ can't imagine where Mel got that idea. It should be deleted unless it
can be validated. | was aware of the suggestion abour the relative efficacy of batamethasone and dexamethasone
[see note 163]. I think the evidence deserves your critical comment. [ recall that Peter Nathanielsz reported thar
betamethasone was more active than dexamethasone in an effect on a ';u.i.,ln:_-.-,- funcrion (I think) in feral ~}1-‘-.;_-:~._ [
don’t have the reference but I could get it from Perer if you would like me to." E-mail to Professor Ross Howie,
11 January 20035. Professor Liggins also wrote to Dr Daphne Christie: “Mel Avery's comment ...is news to me

and [ cannot imagine where she got this idea from. | had no reason to make such a statement. I think it should

be deleted unless it can be validated.” E-mail to Dr Daphne Christie, 8 January 2005.

MNote 163: Dr Clive Dash wrote: *Various ]-|'1-|1.|r.|;|iu|1x of betamethasone are available in different countries.
The p!rp:!l'.![imu are all n.lt.'s.i;:{nr-;i ro release the active sterol, betamethasone, bur ar different rates. The soluble
|‘||m~:ph.u|.- preparation Is suirable for intravenous administration, like hydrocortisone, as well as intramuscular
injection. The acerate prepararion is not suitable for intravenous (IV) use. Some products are a mixture of the
acerate and E$]1tl:\'|'l|':.l|r.' derivarives Lo ':.:i_'ll.'x'.n.!l'.l;' B} g I:“i”‘i'. . In some countries ._:_;‘-'.__||'|'||,-|_':'|_|1_._:|-_.L 15 more readily
available than beramethasone and this is why it has featured in some studies. These rwo steroids are isomers in .

which the I'Ila"-|1_‘.'| group differs in its erientation (dexamethasone is 9-a-fluoro 16-2 methv] prednisolone:

hetamethasone is 9-a-Auore 16-hb miethyl prednisolone) [Sweerman (2002): 1063 and 1067). In the usual
pharmacological tests of corticosteroid potency, they are equivalent. In general, the mode of action
':]"I'--lrl“-'“-.'”k.l}'l'l.tl'l'li\"‘_! seem similar, so léll'.':n should be |f1;-r.1|1:-:||!k.L|:j.' l.-:]u_-.-.ll-;n[_' E-mail to D |‘.I_1|1|-.;1._- Christie.
10 January 2005.

(-0-0-0-0

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
at UCI '

210 Euston Road,

LONDON

MW BE

Tel: 020 7679 8123
email: |.FL'_‘-'IhnllL]aE""u-.|..|-_.'.|L'
Fax: 020 7679 8192

www.ucl.ac.ukhistmed

The Wellcome Trust Cenrre is supported by the Wellcome Trust, a registered
charity, no. 21011

3.




To: The History of Twenrtieth Cenru ry Medicine Group

| agree to the above request to reproduce the complete letter from me to Sir lain Chalmers, dated
& April 2004, a selecrion of which was read at the Witness Seminar on Prenatal Corticosteroids
on 15 June 2004, along with the three slides, to be described as:

Liggins to Chalmers, 6 April 2004,

The slides will be credited to you as: Reproduced by permission of Professor Sir

{sraham Liggins.
as an appendix in the edited and annotated transcript, ‘Prenaral Corticosteroids for Reducing
Morbidity and Mortality in Preterm Birth', Volume 25, in the series, Wellcome Witnesses ro
Twentieth Century Medicine edited by L. A Reynolds and E M Tansey to be published by the

Wellcome Trust Centre tor the | [i!-»l.l'l_\' of Medicine at UCL in Movember 2005.

A T [ A R i it ST e Dared e ot

Probessor Sir Graham |..'.:i:,!_',5n'w CBE FRCSE FRACS FRCOG FRS FRSNZ,
338 Awarea Road,
|

Parne
AUCKLAND,
Mew Lealand




Dear Mrs. Revnolds.
| think the Seminar has done a great job of recording the history of Antenatal Steroids
and putting the story into perspective

P.12 the tape is held by The Director. Liggins Institute, University of Auckland. P.O. Box
92 019 Auckland.

P. 14 Second 10 last line. ‘Progesterone’ should be ° Oestrogen " v

P. 15 Footnote. Third to last line. * Clear * should be ° Opague ".v

P. 17 San Francisco Group is as listed in the Authors. »

P25 Harding. ** He did all that before he lefi New Zealand for Califprnia and when etc™
P 115 Please add FRS to my qualifications. Born 1926 Chair 1971+

Re my letter to lain Chalmers. Slides 2 and 3 were originals and I do not have copies .But
I think only Slide 1 needs publishing.

| am sure that the Editor, Australian and New Zealand Journal of Obstetrics and

";i}{iu'i'a'rh.'l'__'_‘-. will be p]l..'HhL‘l.| 4] drrange and |‘|u|‘||i-.|~. a review

Kindest regards.

G.C. Liggins




Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk]

Sent; 01 September 2005 15:14

To: g.liggins @ auckland.ac.nz

Subject: Witness Seminar: prenatal corticosteroids

Thanks, Prof 1 E;;Em. toT YOUE COTre tions and permission to !f;?ru;hh_;_- your letrer to Sir lain Chalmers of 6
April 2004 and the slide.

(1) Do you have a photograph of a premature lamb's lung that cannot be inflated, for comparison?

(2} Dr Howie asks whether it was Nature or Lancet that refused your first jolint paper, which evenrmally
:lj“‘I‘IC:’Il'L'iE in Pediatrics? There is no me ntion of this journal in your reports to the Welcome Trust, Can you
remember which it is?

Rooss wrote:

Te would be rather fun to send it to the last-mentioned [Lancer]: it rejecred our

original paper. See letter from Mont Liggins to lain Chalmers (your

proposed appendix). In the letter Mont said it was Nature but he queried

this with me after he had written it My firm memory is that it was The

Lancer and not Nawre. The later journal in my time was not [ think

interested in clinical papers, but could well have been offered some of

Mont's other work. The rejection lerter was as [ remember very prompt,

courteous and briel: there would have been very little time o send it 1o

relerees.

I was, ironically, reminded of The Lancer by a circular email that |
1

received only this morning which included this paragraph:

"-'\1~'|.'l|il..'.l|. P:'-:ii.n'\\illl'l-'li"- |I|'\L Yo '~I.J|I'H. ribe to The Lancer .:\l;.,.|l.|x-:,'

of our practice-changing content. They know thar they can rely

on The Lancet to publish the cream of the world's medical

research - and to provide the news and analysis that puts that

research into a clinical conrexr.”

| was pleased to read it. The Lancet must have changed its policies in the
I:i'-.'! _-"'.:I‘ f'.'lL'.ll'-: It has of course ICC |.'|'|';|:L' |,'||,||_‘!:i~.|'||_'._f the _-'uI'I..-.L'u‘-_;,r |1'|!'-:'-'-'I.:|" ';-.}'
Stuart Dalziel er al, the reference to which vou have cited somewhere in the
transcript.

(3} Your email to Dr Howie said: 'l recall thar Peter Nathanielsz reported that bera was more acrive than dex in
an effect on a kidney funcrion (I think) in fetal sheep. [ don't have the reference but [ could get it from Peter if
you would like me to.) E-mail to Professor Ross Howie, 11 January 2005, Could vou xl-_._:.\:.L-\;l the -i.I‘i"I-I|1ti.1I'.'
paper thar should appear here? i £y

Hope all is well with you,
Best wishes from Lois

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
at UCL '

210 Euston Road,

LOMNDON

MNYW1 BE

Tel: 020 7679 8123




email: Lrevnolds@ucl.ac.uk
Fax: 020 7679 8192

WL LD I.:lL .Lil-\..'lh].ﬂ me L‘i

.l-lf'll.' \E.l‘.'i.li.lilﬂ'lL' .I.!I.:'-tl (:‘.'Iil]{ i..'i .‘LI["'!'I'G"I'f.I.Ll |'l:.' ||'|L' ""Fr.l.'l.l.l:!:I'll.' .[.I'l.l‘\.l. 1 I¥ :_'i"-IL'I'L_'Ii

Lh:“'i[:t«. no. 210183.




Lois Reynolds

From: Graham Liggins [g.liggins & auckland.ac.nz]
Sent: 02 Saptember 2005 02:03

To: ucgaray & ucl.ac.uk

Subject: RE: Witness Seminar: pranatal corticosteroids

Dear Lois,

Yes, Lancer, not Narure.

Mo, | don't have a phu':u of uninflared lamb |L|113_{- bt everyone (except
you, perhaps ) knows what they look like.

If you have Peter Nathanielsz address which [ den't have please ask him
about bera v. dex.

| have lost Ross's e-mail of January 11 50 | am unclear as to as to the

comment I'L'tllll!lllﬂ a reference. .l:lll'.'.’.‘.‘L' l.':'l-'l:‘."_ 1En me.

Best wishes, Mont
Original Message-----
]:l'l:ll'l'.: I.l.I.]Z\ E'{E':l-!.ll':.ll.:"\- |r11.ii|Lu'|'..g.L|1':. (e i |..|l. .'!:L:
Sent: Friday, 2 September 2005 2:14 AM
lo: g.liggins@auckland.ac.nz

hl!I'IiL'xH H‘.“{‘ill'l'.'ﬁ'-. SEMINAr; ‘,"I'I.'r'l.!l.’ll COrLIL :.-‘-:l.'f-.:-ll.l‘-.

Thanks, Prof Liggins, for your corrections and permission to reproduce
your

letrer to Sir lain Chalmers of 6 April 2004 and the slide.

(1} Do you have a photograph of a premarture lamb's lung thar cannot be
inflated, for comparison?

(2) Dr Howie asks whether it was Nature or Lancer that refused your
first

joint paper, which eventually appeared in Pediatrics? There is no me
ntion

of this journal in your reports to the Welcome Trust. Can vou remember
which ;

iI: I'-“'

Hoss wrote:

It would be rather fun to send it to the last-mentioned [Lancet]: it
rejected our

original paper. 5ee letter from Mont Liggins to lain Chalmers (your
proposed appendix). In the letter Mont said it was Nature but he
queried

this with me after he had written it. My firm memory is thar it was

The '

Lancer and not Nature, The larter journal in Iy time was not | think
interested in clinical papers, but could well have been offered some of
Mont's other work. The rejection letrer was as [ remember very prompt,
courteous and brief: there would have been very little nme o send it

o

referees,

I was, ironically, reminded of The Lancer by a circular email thac I
recelved Hl'-llf-' this IT1¢'I[1i[1L', which included this |*.|:_l;{|.1|1h:

Medical ]!III:I|r.'Nhln|L|_}x like you subscribe to The Lancer bee Ause

of our practice-changing content. They know that they can rely




on The Lancet to publish the cream of the world’s medical

research - and to p1m'i|.|-.' the news and :!r1:l|jr:~'L:~ that puts rhat

research into a clinical concext.’

| was pleased to read it. The Lancet must have changed its policies in
the

last 33 years! [t has of course recently published the 30-year

["n”mrup |:'I-:|.-'

Stuart Dalziel et al, the reference o which you have cited somewhere in
the

rranscript

(3) Your email to Dr Howie said: 'I recall that Peter Wachanielsz
reported

thar bera was more acrive than dex in an effect on a kidney function (I
think) in fetal sheep. I don't have the reference but I could ger it

I'rnm

Peter if you would like me ro." E-mail to Professor Ross Howie, 11
January

2005. Could you suggest the appropriate paper that should appear here?
Hope all is well with you,
Best wishes from Lois

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the | [|x||-:_'.' of Medicine
at UCI

210 Euston Road,

LONDOMN

MNYW1 BE

Tel: 020 7679 8123
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8192

www . uclac.uk/hisimed

The Wellcome Trust Cenrre is supported by the Wellcome Trust, a

registered
charicy, no. 210183,
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™ 1: J Nat Toxins. 1999 Feb:8(1):63-80.

Teratological research at the USDA-ARS poisonous plant
research laboratory.

James LF

USDA-ARS Poisonous Plant Research Laboratory, Logan, UT 84341,
USA

Research on teratogenic plants started at the USDA-Agncultural
Research Service-Poisonous Plant Research Laboratory in the mid 1950s
when Dr. Wayne Binns, Director of the laboratory, was asked to
investigate the cause of a cyclopian facial/skeletal birth defect in lambs.
Dr. Lynn F. James joined the staff shortly after. These two people
worked as a team wherein most planning was done jointly with Binns
supervising most of the laboratory work and James the field studies. It
was determined that when pregnant ewes grazed Veratrum califormicum
on day 14 of gestation a significant number of lambs had the cyclopic
defect. Skeletal and cleft palate birth defects in calves was associated
with pregnant cows grazing certain lupine species during 40-70 days of
gestation. Shortly thereafter research work was initiated on locoweed
which caused abortions, wasting, rnght heart falure, skeletal birth
detects, and fetal nght hearnt failure. Dr. Richard F. Keeler, a chemsl
who joined the staff in the early 1960s, isolated and characterized the
teratogens in V. californicum as the steroidal alkaloids eyclopamine,
jervine, and cycloposine. He also described the teratogen in lupines as
the quinolizidine alkaloid anagyrine and the piperidine alkaloid
ammodendrine. Drs. Russell Molyneux and James identified the toxin in
locoweed as the indolizidine alkaloid swainsonine. In 1974 the editor of
Nutrition Today (Vols. 9 and 4) wrote "The idea that birth defects
occurring in humans may be in some way related to diet 1s not widely
held ..." Dr. Lynn James pointed out in this issue that such defects in
ammals can be produced with absolute predictability and regularity by
foods ordinarily beneficial to livestock. Management strategies have
been developed to prevent or minimize the economic impact of the
cyclopian lamb and the crooked calf condition on livestock producers
and well on the way to doing the same with locoweed. It is of interest to
note that livestock research on Veratrum, lupines and locoweed and
toxins therefrom are now significant research tools for specific human
health problems.
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Lois Reynolds

From: Lois Reynolds [ucgarey® ucl.ac.uk]

Sent: 02 September 2005 10:04

To: (J',Ilggln:i.i{? auckland.ac.nz

Subject: RE: Winess Seminar: prenatal corlicosteroids

|1
Liggins-1970fe
lamblungs-21€
Thank you for your email , Prof Liggins.
Many readers of this volume will be historians of medicine and are not familiar with animal work. The
spectacular contrast thar you describe (see quote following) would be more accessible with an image of an

untreated premature lung alongside the image arached.

'A lamb that had been infused as a ferus with cortisol. And to my surprise this lamb was still breathis
hl_'.Lllh:'.' |:|'u.'.|‘.|l.i|1g. but it was alive and !1|'r.|||'|_=|'|!_', It had no right to be. It was so premature thart its lungs should

have been just like liver, and quite uninflatable.’

Your email of 11 January 2005 follows, Best wishes from Lois

From: Graham | IggZIns

'o: Howie'

Sent: Tuesday, January 11, 2005 3:55 PM
Subject: RE: Wellcome seminar Tune 2004

[Dear Ross,
| spent a sabbarical with Geoffrey in 1970 but [ certainly made no such statement ab
imagine where Mel gor thar idea. Ir should be deleted unless it can be validated

| was aware of the suggestion about the relative efficacy of betamethasone and dexamethasone. 1 1l

'.i!'.I'. IE!I.'

evidence deserves your critical comment, | recall char Peter Nathanielz reported that beta was more active than

ik LY

dex in an effect on a kidney funtion ( I think ) in fetal sheep. I don't have the refernce burt I could ger it from

Perer if you would like me ro.

Repards, Monr

—----CIriginal 111'*%-1;!.‘

From: Graham Liggins [mailto:g liggins@auckland.ac.nz]
Senc: 02 5‘;-.'|1u'|'|1|'-q-r 2005 0203

To: ucgarey@ucl.ac.uk

Subject: RE: Witness Seminar: prenatal corticosteroids

Dear Lois,

Yes, Lancer, not Mature.

| o D 1 i
Mo, I don't have a |1|1|m- of uninflated lamb lungs but evervone (except
you, perhaps ) knows whar they look like.

It you have Peter Nathanielsz address which [ don't have please ask him




about bera v. dex.
I have lost Ross's e-mail of January 11 so | am unclear as to as to the

G 7
comment requiring a reference. Please enlighren me

Best wishes, Momt
O ig'_i nal :"'rj-.'k:-.L;-'_{_'
From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: Friday, 2 :";-'-.'["'f"-'”'ll'L'l 2005 2:14 AM
To: g liggins@aunc kland.ac.nz

L=

Subject: Witness Seminar: PH.'I';.II.l] corticosterolds

['hanks, Prof Liggins, for your corrections and permission to reproduce

VOUr

lerter to Sir lain Chalmers of 6 April 2004 and the slide.

(1) Do you have a photograph of a premature lamb's lung thar cannor be
inflated, for comparison?

I: E]'r E‘\H‘.'il' ,i'\-\.LC'-\-\. \.I.I'“;[hqr 1t was ;\L'_'L‘.L'_'.'n; Or [ ancet :ll.L‘. El:_':.'.l'\:.'l.l :n'llll'!
first

."”i]" E‘!;ql‘lg'l, 'l.'.'|'|'.\ h r.'1.'l.'[1ili.l1il_1.' .!|'l|'ll_'_1l'l.'n._|. in Pediatrics? |-I:'I'.".'\ 15 IRCr ITHE
ntion

of this journal in your reports to the Welcome Trust. Can you remember
which

it 157

Ross wrote:

"It would be rather fun to send it to the last-mentioned [Lancet]: it
rejected our

original paper. See lerter trom Mont Liggins to lain ( |:.Lin.'|;'|-. your
proposed appendix). In the letter Mont said it was Nature but he
queried

this with me after he had wrirten it. My firm memory is that it was

[he

Lancet and not Nature. The larter journal in my time was not | think

interested in clinical papers, bur could well have been offered some of
Muont's ather ".'.'-::-l'k_ ]-I'II.' Ti.'ii.'-.'}il.lll. lerter was as | IL‘I"I\'l'I'Il'Ii'I VEry !‘Il'!I1F‘:.
courteous and brief: there would have been very little time to send it

o

|1.'!.I'.':LL""\-.

I was, ;_|'|,:|r1:_|_.lg|i__1.'_ ||_'|f'|_i|'|..lc|_| :-l“l.-l':i_' Lancer by a circular email thar |
received only this morning which included this par igraph

"Medical IE\|I,:||.|;_:~~;_I:l|‘;,'[]x ,L_L you '~I||'|'u. ribe to The Lancer because

of our practice-changing content. They know that they can rely

on The Lancet to publish the cream of the world's medical

research - and to provide the news and analysis that puts that

research inte a clinical conrext.”

I was }:l._-,u.-;_-._l to read it. The Lancet must have changed its policies in
the

last 33 years! [t has of course L'L'-_-:11L|j.' pl.II:“|'L~hL'ﬂ the J0-year

followup by

Stuart Dalziel et al, the reference to which you have cited somewhere in
the

'.|'.ar'|~.-;.ril1|: "

(3) Your email to Dr Howie said: 'l recall thar Perer Nathanielsz
repor l»:.'l.i

'.]1.[1 I'l:_".,_'l Was Imore .I.-,_lii'-.'L' than I.II._"\: iI'I an efrect on a I\-:I._'i:'ll."n' uncoon II

.




think) in fetal sheep. [ don't have the reference but [ could ger it

from
erer if vou would like me to.” E-mail to Professor Ross Howie, 11
January

2005. Could you sugEest the .||'-|1n:-]1ri.=.lv.' paper that should appear here?
Hope all is well with you.

I )
Best wishes from Lois

Mrs Lois |{L-_'.'|1::-|L|x

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
at UCI

210 Euston Road,

LONDON

NW1 BE

Fel: 020 7679 8123

email; l.reynoldsi@ucl.ac.uk

Fax: 020 7679 8192

wowrw.ucl.ac.uklhistmed

['he Wellcome Trust Centre is supported by the Wellcom
registered

charity, no. 210183




Lois Reynolds

From: Lois Reynolds [ucgarey@ ucl.ac.uk)

Sent: 05 September 2005 10:57

To: gliggins @ auckland.ac.nz

Subject: RE: Witness Seminar: prenatal corticosteroids

Thank you, Prof Liggins. We would need the photo by early October. s there an
could pursue? Would there be a photo included in any of the early papers?

HI\'..H '\'.'i‘-.l'.".!-» !.JIZII!'. | l'li.'i

Original Message-----
From: Graham | iggins Em.u:[xu';.|zglli!1xl-' auckland.ac.nz
Sent: 03 5-.'E1t-.'|1:|1»'.'r 2005 07:19
To: ucgarey@ucl.ac.uk
Subject: RE: Witness Seminar: prenatal corticosteroids

Dear Lois,
I will find out whether someone in Peter Gluckman's lab could ger a
photo of premature uninflated lamb lungs bur it will not be easy ar this

time of the year.
Regards, Mont

-----[riginal Message---

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: Friday, 2 "H';*Ic':ni:u'-: 2005 9:04 PM

To: g.l'ﬁ:gzi ns@auckland.ac.nz

Subjec: RE: Witness Seminar: prenatal corticosteroids

lhank you for your email , Prof Ligeins.

"~1.II1_‘-' readers of this volume will be historians of medicine and

are not

tamiliar with animal work. The Specac ular conrrast thar vou describe

| 5ee .

I.|Ill::-|¢ |:.'-”l.|'|.".'1.r'|!_'|: '.".'IILIi'L:. |:‘n_' maore acc L"‘-'\I-:"h' Wil an i“"':-f;:& ol an untre |'..;|'|

premature lung alongside the image attached.

‘A lamb that had been infused as a ferus with cortisol, And to my
surprise

this lamb was still breathing, not very healthy breathing, bur it was
alive '

and llh.'-.ll'!:.llj_i. It had no |i.'~;|'|: to be. It was so premature that its |I.I'I::',*~

should have been just like liver, and quite uninflatable.

: e e : : :
Your email of 11 January 2005 follows. Best wishes from Lois

From: Graham Liggins

To: ' Howie'

Sent: Tuesday, January 11, 2005 3:55 PM
Subject: RE: Wellcome seminar June 2004

| - 1
SIErNALIVG .||'l|'l'.'n.3-.|: i Cnat

|




Dear Ross,

I spent a sabbarical with Geoffrey in 1970 but I certainly made no such
statement about surfactant. I can't imagine where Mel got that idea. It
should be deleted unless it can be validared.

| was aware of the suggestion about the relative efficacy of
betamethasone

and dexamethasone. I think the evidence deserves your critical comment,
|

recall that Peter Nathanielz reported that beta was more active than dex
in

an effect on a kidney funtion ( I think ) in fetal sheep. 1 don't have

the

refernce bur I could get it from Peter if you would like me o.

l{l:":".lfl.l't. Mont

-=-==(Jriginal Message--

From: Graham 1 iggins :11.1'.|'.u:;;.|i;:§1i|'.xl.-" auckland.ac.nz]
sent: 02 Seprember 2005 02:03

["o: ucgarey@ucl.ac.uk

Subject: RE: Witness Seminar: prenaral corticosteroids

H'i.'.l!' | :"i'w.

Yes, Lancet, not Nature,

No, | don't have a photo of uninflated lamb lungs but everyone {except
you, perhaps } knows what they look like

If you have Perer Nathanielsz address which | don't have please ask him
abour bera v. dex.

| have lost Ross's e-mail of January 11 50 | am unclear as to as to the

comment requiring a reference. Please enlighten me.

Best wishes, Mont
---UliE:i1|.|| ."l.[-.'at-.L-::t
From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk
Sent: Friday, 2 September 2005 2:14 AM
l'o: g ligeins@auckland.ac.nz

:"'I.Il'lfl.._'i.'ll I".I". IENess Aeminar; i'll'l.'."l.'lr.'ll ,_-.-I'I.':--'-.':.'-||!-

Thanks, Prof Liggins, for your corrections and permission to reproduce
yous

letter to Sir lain Chalmers of 6 April 2004 and the slide,

(1} Do you have a photograph of a premarure lamb's lung thar cannot be
inflated, for comparison?

(2) D Howie asks whether it was MNarure or Lancer that refused vour
First .

joint papcr, which It;‘x'l.'l'l['.l-lil} appeared in Pediatrics? There is no me
neion

of this journal in your reports to the Welcome Trust. Can you remember
which

It 157

Foss wrote:




‘It would be rather fun to send it to the last-mentioned [Lancet]: it
rejected our

original paper. See letter from Mont Liggins to lain Chalmers (your
proposed appendix). In the letter Mont said it was Nature but he
queried

this with me after he had written it. My firm memory is thart it was
The

Lancet and not Mature. The latter journal in my time was not | think
interested in clinical papers, bur could well have been oftered some of
Monrt's other work. The rejection letter was as | remember very prompr,
courteous and brief: there would have been very lictle time vo send it
{La]

referees.

[ was, ironically, reminded of The Lancer by a circular email that
received only this morning which included this paragraph:

"Medical professionals like you subscribe to The Lancet because

of our practice-changing content. They know thar they can rely

on The Lancet to publish the cream of the world's medical

research - and to provide the news and analysis thar puts that

rescarch into a clinical conrext.

I was pleased ro read it. The Lancet must have changed its policies in
the

last 33 years! It has of course recently published the 30-year
f-|||||,1l.'.u|_'| E:-'l.

Stuart Dalziel er al, the reference o which vou have cited somewhere in
the

Lranscripe.’

(3) Your email to Dr Howie said: 1 recall thar Perer Mathanielss
reported

that bera was more active than dex in an effecr on a kidney function (1
think) in fetal *~|'|:.'-;'!.‘-' [ don't have the reference but 1 could get 1
from

Peter if you would like me to." E-mail to Professor Ross Howie, 11
January

2005. Could vou SUZEesT '|'.-L' Appropr lare paper thar -!'|-.".|i-.'. aAppear 1eret

Hope all is well with you
Besr wishes from Lois

Mrs Lois Huj.'nnhh

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine ( FrOup

Welleame Trust Centre for the History of Medicin
ar LICI

210 Euston Road,

LONDON

MNW1 BE

Tel: 020 7679 8123
email: |.re :\'”L!:.\!_'\-l."'- ucl ac.uk
Fax: 020 7679 8192

www.uclac.uk/histmed




The Wellcome Trust Centre is supported by the Wellcome Trust, a

registered
charity, no. 210183,
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Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk]
Sent: 09 September 2005 10:46

To:

g.liggins @ auckland.ac.nz

Subject: RE: lungs

Many thanks, Mont. That is a great help, which might do the trick. Hope all is
well with you. Best wishes from Lois

P5 Jane has just sent a photo of you, Ross, Jane and Stuart taken in July, which
we hope to use.

Original Message
From: Graham Liggins [mailto:g.liggins@auckland.ac.nz]
Sent: 09 September 2005 00:28
To: ucgarey@ucl.ac.uk
Subject: lungs

Dear Lois,

| am afraid | cannot locate a photo of uninflated lungs but will keep trying. | suggest that your historians
will be satistied if you add to the Figure Legend as follows: * The pale areas are tissue inflated with air,
The dark areas are uninflated lung “ Maodify this as you wish

HRegards, Mont

287102005




Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk]

Sent: 25 October 2005 12:43

To: g.liggins @ auckland.ac.nz

Subject: WitSem: prenatal corticosteroids : gqueries : urgent

£

cortico-appl-
gins-251005.d Vel
Hi Prof Liggins,
Artached are images of your letter to lain Chalmers, with footnotes attached. | haven't located slides two

or three and reference to them will be deleted in the final layout. There are a couple of queries:

1. Caption to the partially inflated lamb lungs: Is this suitable? | guessed at the date of birth:
Figure 7. Partially inflated lamb lungs infused with cortisol at 118 days, born at 120 days, photographed afte:
Autopsy, 19687 692,

2. Binns et al: | could find no reference to the work you suggested. Could you let me have the full reference?
The .1|1|1n'.i.= on used is: James L F. (1999) |:I.':I-l|-'5{|., 1l research ar the USDA-ARS |'|:-i~.:||'|u|_~. |'||,':!'|r research
|.1|1NI.HH|‘_‘.'. Journal of Nawmral Toxins 8: 63-80. If there is 2 more appropriate one, we would be glad 1o

substitute it.
Hope all is well with you
I would be ;:Lui of the informartion by 7 November.

Besr wishes from Lois

Mis Lois Reynolds

Research Assistant to Dr Tilli T anscy

I |E\:'-||':|" of Twentieth Century Medicing Liroup

Wellcome Trust Centre for the History of Medicine
ar LICI

210 Euston Road,

LOMNDON

MW1 BE

Tel: 020 7679 8123
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8192

WAL LG I..I. .L]I-L-Eli'\ll'i'.-:'l.!

|'he Wellcome Trust Centre is supported by the Wellcome Trust, a repistered
charity, no. 210183,




Lois Reynolds

From: Tilli Ulnet [almods @ uk. uumail. com)

Sent: 01 Movember 2005 12:08

To: ucgarey@ucl.ac.uk

Subject: RE: AveryiLiggins FM : which combination required??

You are very confused( and confusing)- this needs attention.

Whar is in the rext should be whar has been agreed with Avery - | thought
this had been changed to be quite precise - Avery's recollections are that
she was told that Liggins had told Dawes there should be no work on
surfacrant.

There should then be afoornote o the effect thar we have been in contac
with both Liggins & Avery abour the sentence. Liggins requested removal,
but we have asked for it to be retained - this is what Avery remembers - and
it's interesting that thrar is whar she recalls - the details of the

‘Editors note’ are superfluous - that is a lazy paste job from th eletter we
wrote to Liggins - please re-draft and sent it to me for approval.

Tilla

--Original Message-----
From: Lois Reynolds |mailto:ucgarey@ucl.ac.uk]
Sent: 01 November 2005 11:43
Ta: Tilli Ullner

Subjecr: RE: '1l.1.'rr_1.'-'| ig;:m FM : which combination required®?

Hi Tilli

Which variables would vou prefer in the foornore?

The more options I looked at the more complicated it gor. As you say, the
dates raise questions thart look like |1|,|\|.=:f_";'- to fortune

Logically the paragraph in the text should be as delivered -- Mel Avery
implying thar Liggins told Dawes not to talk abour sufactant, with Liggins
reply in the footnote, &

[ lose my logic at this point - as we asked both Avery and Liggins not to
withdraw their statement (10 August), to which they both tacitly L;'_u'\'.'.

You urge clarification from Avery (it is now October) -- who was the mover
and her reply is that Dawes told Liggins not to talk abour sufactant during
his visit.

.[.|1-'._' HI'I.'II requirement iH I|"||; |:x=.i|!"l'-. ?’\:u':l:; on |_||I.r.5_'|';|'|;" |'|;'|i|!|-. |||.'.L'i:_-1.l. .:.|-
|"-':HF-‘]r.' involved in the same story (which is the SAmME argument we used in the
10 August email to Avery and Liggins)

You have clearer sight than I do. Perhaps | need o distance myself from
'|.|"IL' |':-L‘|jlnr-' note, - :

I'|” .ll.l‘.'iu.' wel OIme,

Keep warm.

Besr wishes from Lois

Original Message-----
From: Tilli UUnet [mailto:almo45@uk.uumail .com]
Sent: 01 November 2005 11:22 I
To: ucgarey@ucl.ac.uk

Subject: RE: Avery/1 iggins FN : which combination required??




Ilili:\ - I I.Il.'l['l.‘. |.:II:'II.JL'I'~|.EII|{3 ||'I:..‘- |'||l.'.!'\l.' :Z"'l.' l.:.l'.'.ir a5 o 'n"-'.!'l.“: L '-.".'I‘-ul'. me oo

do. Tilli

Original Message
From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: 01 November 2005 10:20
To: Tilli UUnet

Subject: Avery/Lig

peins FN : which combinartion required??

E
12

Hi Tilli,
Just to recap:
(i) l:!lli.'z-[ill..'ll. starement abour Dawes and | i-:::i_‘,mk by Mel .-‘.\'u;r_r as delivered in
the text
(i) T ig;inn u:-11.1}~|.1i1.1‘.. Jan 05 in footnote
(i1i) Avery changing w ho said whar Ocr 05
(iv) Edirors’ note: cut by one third
OR:
(1) .'lll.'l'L']:l'.!\-LJL.I!'I'::L'Li statement, Oct 05, in the text.
(u) Liggins complaing, Jan 05 about Avery's statement delivered in June 04,
Jan 05
(i) editor’s note, agrain shortened
OR
(1) Avery's changed statement, Oct 05, in the text
(11) editor’s note, _in.u::»l[mr.l'.in; the ":|E'~i|""! ,"-,u:_-|.1.- 1 il:'_E‘_i“- wish to

withdraw described, bur the rest cur,
Many thanks from Lois

PS Sorry to hear you are feeling poorly still -- bed is best and there is a

nip in the air -- damp and cold. Take care

mal 1:|ri[‘_'|:|'|.l| qu.mu--
From: Tilli UUnet [mailto:almod 5@uk.uumail
Sent: 01 November 2005 08:02
To: uc ;_',-irk'.'-'h*'LI-_'l.;t-...u|c
Subjece: RE: Wellcome Trust not to respond 1o Chalmers & Avery/Liggins

FM

|- ""':”-I '-.l'\-“] [ '-”‘I.le':.*t.”'lLl "-'-I"I'-\.' l“r1l§_| _1'.'-\.'|,'|".'.~\. COIMITIENIS A0 i|'_ '_l:.;— rext l"-:“*l ] i.'l -I:l:..
toomote. This needs further arention. The rest of the footnore jws also too
verbose - all this derail is not necessary.

Filli

Original Message-
From: Lois Reynolds [mailto:uegarey@ucl ac.uk
sent: 31 Ocrober 2005 20:12

To: Tilli Ullnet

Subject: RE: Wellcome Trust nor to respond to Chalmers & Avery/Lis

FM

lhanks, Tilli. Revised (2). Best wishes from Lois




"

0-0-0-0

_.""‘-'L'l_.'.': j:l}ir 4 note, ."‘I"j{’l]t EI!_::.\_EH[\ :\PL'['H | ‘-.l.t’l:’.llik..'ll il:l {;f'.'lt.[-!f:l.' lw.l'-."-'l."\l !.II:'?
and specifically told Dawes that he would not allow anyone to do any work
on, even discuss, surfactants for the whole time that Mont was there, (FN)

(FM) Professor Sir Graham (Mont) Liggins wrore: ‘| spent a sabbarical with
Geollrey in

1970 but 1 certainly made no such statement abour surfactant, Mel Avery's
comment i:.'\- news o me :Ll:li.] |. cannot i”'l:i“!;]”'.' "."-']ll']‘.' "'\-]lL' E':.‘Ul :I:Ii."' il.ll.'.l. t-.ri\l:ll.. I
had ne reason to make such a statement. I think it should be delered unless

it can be validated.” E-mail to Dr Daphne Christie, 8 January 2005, See also
note 185. Professor Mel Avery wrote: "My starement

should say: "Just a note, Mont Liggins spent a sabbarical in Geottrey Diawes
lab and specifically was told by Dawes that he would not allow anyone to do
:i['l:n.' '-\'l:llii on, even k!i.:"'i. Li3S, ."'\-l.llr-.tL!-\.'l.J.'.["\- [.U[ e w |:.||.|..L |:.|[||'.' |I"|.!| r“.‘[l'lf'ldu WS

there." E-mail to Mrs Lois Reynolds, 26 October 2005. Editors note: We have
not removed Avery's comment nor the reply from Liggins, as they

haoth rr.'L'|u|,'.-n':i. for 2 number of reasons. A Witness Seminar |:"."]i|'_§'_;\ together
people whose memories of the same event may differ. This was certainly the
case, for example, at the meeting on the Commirttee of Safery of Drugs
(Volume 1, 1997, freely available at www.ucl.ac.uk/histmed following the
links to Publications/Wellcome Witnesses). Three different versions of the
origin of the yellow cards for adverse reactions were revealed (see pages

111, 124 and 127). Sometimes, participants disagree with each other during

or after the meeting. For example, a remark by Sir Christopher Booth during

“The origins of neonaral intensive care in the UK (Vol. 9, 2001) concerning

the appointment of Sir Peter Tizard's successor as Professor of Paediatrics

at the Royal |‘n>~r.:_:|'.=u‘.u.m- Medical School ar the Hammersmith in 1972
irritated several contributors kl:f:‘.:k I|.'|'|!.|:. I.:'-l' I,Ir'|r.'|'|'t CH] -,-'."_||,| us their

objections, and to ask thar these be made clear in the publication. This we
were happy to do (please see nore 183, page 44 of the transe ri':x: of the
meeting). All the eriginal letters from each meeting are also deposired

.Ill'lt'llt_t with the Eapes and the other records in the Wellcome Library, London,
and are available to researchers. The F‘:|':ﬂ|'.xf'u-d transcript of the 1,-_1-L:-.-|-_m_-'
offers everyone the opportunity to comment on others’ views, which e then
include in an appropriate footnote (viz. the objections abour Chris Booth's
comments above). In this particular instance, both Avery and Liggins could
be rig_'.lll. Avery may be complerely correct in saving thar she was told whas

is ||.-|'|-::|-I:r_'d abave, | iggins may be -.nm}u'.-.".n.-i-.' correct in saying that he said
no such thing. As historians and edirtors, we canno judge what might have
}1.1|1|1L'I=t'd. nor censor what partic ipants say. What we can do is 1o offer

transparency and invite further participation by witnesses. 1 November 2005.
=0--0)

Original Message
From: Tilli UUnet [mailto:almo45@uk.uumail.com]
Sent: 31 Oetober 2005 19:45
To: ucgareyis ucl.ac.uk
Cc: transey@ucl.ac.uk
Subject: RE: Wellcome Trust nor to respond to Chalmers & AveryfLiggins
EN £

dera Lois,




. - L4 - - - i
sirritared several contributors sufficiently for them to send us their

ohjections, and to ask that these be made clear in the publicanion. This we

were happy to do (please see note 183, page 44 of the transcripr of the

meeting). All the original lerters from each meeting are also deposited

along with the tapes and the other records in the Wellcome Library, London,
and are available to researchers. The published transcript of the meeting
offers everyone the opportunity to comment on others’ views, which we then
include in an appropriate tootnore {viz. the objections abour Chriz Booth's
comments above). In this particular instance, both Avery and Liggins could
be right. Avery may be complerely correct in saying thar she was told what

is reported above. Liggins may be completely correcr in saying thar he said
no such thing. As historians and editors, we cannot judge what might have
I"I.il"P{'llf'l.i. O CElson ‘-'I-'I:I:!l |\l-\.'|.'|[i..i§"‘..|:'||"\- "'\-.:I:. . .I'I-I!II'..“ wWe Can Lil' i"' {4 f'll-l.ﬂ.l

transparency and invite Further participation by witnesses. 1 November 2005.
O-0-0-0-()

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twentieth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
ac UCI

210 Euston Road,

LOMDOM

MNWW1 BE

[el: 020 7679 8123
email: L.revnolds@ucl.ac.uk
Fax: 020 7679 8192

www.ucl.ac.uk/histmed

The Wellcome Trust Cenrre is supported by the Wellcome
chariry, no. 210183,




Lois Reynolds

From: Graham Liggins [g iggins @ auckland.ac.nz)

Sent: 15 November 2005 00:37

To: l.reynolds @ ucl.ac.uk

Subject: response to queries
Dear Mrs. Reynaolds,
Query 1. In letter.  Binns, W. Anderson, W.A. and Sullivan, D. J. ( 1960 ) Further observations on a
congenital cyclopian-type malformation in lambs. J. Amer. Vet. Assn. 137, 515
Query 2. | am happy with Mel Avery’s comment as it now stands although | was unaware of it
Query 1. In e-mail. Caption is O.K
Query 2. See above

Incidentally, there is a sentence | don'l understand .The first sentence on page ¥ beginning “The story
sorry | didn't pick it up earlier j

Best regards, Mont




Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk]

Sent: 15 November 2005 10:28

To: Avery, Mary

Subject: RE: Prenatal Corticosteroid Transcnpt : Final query 15 Mov 2005, urgent

Importance: High

Thank you, Prof Avery.

To confirm, (1) below is the Dawes statement as it will appear in the published
volume.

May | also raise a final query conerning the sentence below (2) '~ ' it ha

more accurate with one phrase removed? N 6 : m

Best wishes from Lois
0-0-0-0
1) Avery: Just a note, Mont Liggins spent a sabbatical in Geoffrey
specifically was told by Dawes that he [Dawes] would not allow anyone 10 uu aiy
work on, even discuss, surfactants for the whole time that Mont was there.FN86
FN86 There was some discussion between Avery, Liggins and the editors on this
point. This correspondence, along with tapes and other records of the meeting, will
be deposited in CG/253, Archives and Manuscripts, Wellcome Library, London.
(2) Query on following sentence:

The story of the glucocorticoids moved ahead when Liggins and Howie proposed a
randomized control trial [of glucocortico-steroids], | think 100 days before the birth
of the lamb, and it was obvious that the effect was reproducible.

Would it be more accurate as follows??

The story of the glucocorticoids moved ahead when Liggins and Howie proposed a
randomized control trial and it was obvious that the effect was reproducible.

0-0-0-0--0

Urnginal Message-----
From: Avery, Mary [mailto:Mary.Avery @ childrens harvard.edu]
Sent: 14 Maovember 2005 20:05
To: |.reynolds @ ucl.ac.uk
Subject: Prenatal Corticosteroid Transcr pt

Good afternoon Lois,

In regards 1o the letter you sent the 1st of November, | see no need for further elaboration.

Thank you for all your efforts to clarily a complicated situation.

7 %
1 L g Lis

L 1




Lois Reynolds

From: Lois Reynolds [ucgarey@ucl.ac.uk]

Sent: 15 November 2005 10:28

To: Avery, Mary

Subject: RE: Prenatal Corticostaroid Transcript : Final query 15 Nov 2005, urgent

Importance: High

Thank you, Prof Avery.

To confirm, (1) below is the Dawes statement as it will appear in the published
volume.

May | also raise a final query conerning the sentence below (2). Would it be
more accurate with one phrase removed?

Best wishes from Lois

0-0-0-0

1) Avery: Just a note, Mont Liggins spent a sabbatical in Geoffrey Dawes’ lab and
specifically was told by Dawes that he [Dawes] would not allow anyone to do any
work on, éven discuss, surfactants for the whole time that Mont was there. FN86
FN86 There was some discussion between Avery, Liggins and the editors on this

point. This correspondence, along with tapes and other records of the meeting, will
be deposited in CG/253, Archives and Manuscripts, Wellcome Library, London.

(2) Query on following sentence:
The story of the glucocorticoids moved ahead when Liggins and Howie proposed a
randomizéd control trial [of glucocortico-steroids], | think 100 days before the birth

of the lamb, and it was obvious that the effect was reproducible.

Would it be more accurate as follows??

The story of the glucocorticoids moved ahead when Liggins and Howie proposed a
randomized control trial and it was obvious that the effect was reproducible.

0-0-0-0--0

====(Jriginal Messagg-----

From: Avary, Mary [mailto:Mary. Avery @ childrens.harvard edu)
Sent: 14 Movember 2005 20:05

To: Lreynolds @ucl.ac.uk

Subject: Prenatal Corticosteroid Transcript

Good afterncon Lois,
In reegards to the letter you sent the 1st of November, | see no need for further elaboration.
Thank you for all your efforts to clarify a complicated situation.

.

L, Flgy !
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street » London = NW1 1AD
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www.ucl.ac.uk/istmed = +44 (0) 20 7679 5100

‘rofessor Richard Lilford

Department of Public Health & Epidemiology HEL
LIniversity of Birmingham

Idgbaston

Birmingham B15 211

11 March 2003

Professor Lilford

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticostercids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.0 [ - . M) pm

The Welleome Trust Centre's History of Twentieth Century Medicine Group 15 orgamsing i
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and montality associated
with preterm birth’ on Tuesday 15™ June 2004, from 2.00pm - 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chair the

meeting and Sir lain Chalmers is assisting us in the orgamsation.

Sir Tain Chalmers has recommended that we invite you to this meeting and we would be

» X
n._'-.Z:'_!I‘:k'-.! 4] |'.,:'\. & YOu joIn us.

I'hese seminars address issues of medical-historical interest in the latier half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as *What was it like at the time?”, “Why did things happen the way they did””
Ihis is a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. | enclose a copy of the mtroduction
to the first volume of our published transcripts, which will tell you a little more about these

seminars, and a flyer of our recenmt publications to illustrate the range of topics we covel

Continued/... Page 2

The Wellcome Trust Centre for the History of Medicine at University College London s funded by the Welleomse Trust,

which is a registered chanty, no. 210083, Histmed logo images courtesy Wellcome Litwary, London
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We are i the process ol inviting semor scientists, clinicians, and representatives from

relevant organisations to attend the meeting and hope to promote a hively discussion

We will be providing further details in due course and would particularly appreciate, at this

slage, suggestions of possible participants

| look forward to heanng from you and do hope you will be able to accept this invitation
Yours sincerely

AL e

-
e

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




Wendy Kutner

From
Sent

To
Subject:




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street # London = NW1 1AD
www.uclac.ukMistmed = +44 (0) 20 7679 5100

Professor Richard Lilford Dr Daphne Chnistie

Depariment of Public Health & Epidemiology
Liniy crsity ol ]§_||:||:|_:'|'|.|!||
Edghaston

dirnungham B3 2T71

26 April 2004

Dear Professor Lilford

The Wellcome Trust’s History of Twentieth Century Medicine Group

Wilness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm-6pm

We are delighted that you are able to attend the above meeting and are happy 1o tell ye
plans are proceeding well. A copy of our publicity material is enclosed and 1 will be sending

you a drafl programme in due course. A full attendance hist will be availabl 12 meeting

We will be asking some participants to “start the ball rolling” by saying a few words on
specific subjects, as we like to prime a few people (o lead off the discussions, although there
will be ample opporiunity to coniribute throughout the meeting. We do not show slides o
overheads at the meetings, as we wish to encou ¢ miormal imerchange and conversaion

| 1 | 1 . lio b avrasl | ks iapea wne Sl msbhalassniess
If however, you would like any material to be available to the audience, we could photocopy

a diagram or article for you, and leave a copy on every chair

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 8106 1f you

have any queries prior to the meeting.
We very much look forward to seeing you at the meeting

Yours sincerely

(O 6~a8Ag o

Dr Daphne Christie
senior Research Assistant to Dr Tilli Tansey

o e

The Welleome Trust Centre for the History of Medicine ot University College London is funded by the Welleome Trust,

which is & registercd charity, no. 210183, Histmed logo images courtesy Wellcome Library, London




FTHE UNIVERSITY
OF BIRMINGHAM

Qur Ref: T14RJLU/ace

29 April 2004 b isietie: of Bykiesaiglogy

Professor of Matornal and (Tikd
Epidh

Mrs W Kutner M

The Wellcome Trust Centre

For the History of Medicine

University College Londen

24 Eversholt Street

London

MW 1AD

Dear Mrs Kutner

The Wellcome Trust's History of Twentieth Century Medicine Group Witness
Seminar: Prenatal corticostercids for reducing morbidity and mortality
associated with preterm birth

Tuesday, 15 June 14:00-18:00hrs

Would you kindly distribute the attached paper at the above meeting
Many thanks.

Yours sinceraly

| -

Richard J Lilford, PhD., FRCOG., FRCP., FFPH
Professor of Clinical Epidemiclogy

Email: r.jlilford@bham.ac.ul

Tel: 0121 414 2226

Fax: 0121 414 2752

Alt
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The Wellcome Trust’s History of Twentieth Centary Medicine Group
Witness Seminar: Prenatal corticosteronds lor reducing morbadity amnd mortality

associated with preterm birth
Fuesdiay 15" June 2004

2.00 pm = 6.0 pm

Vs Wendy kuiner
Secretary Lo Dre Tilli Tansey




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = KW 1AD

www.ucl.ac. ukhistmed = +44 (0) 20 7679 100

Professor Richard Lillord FRCOG FRCP FFPH
Department of Public Health & Epidemiology
Uiniversity of Birmingham

Edgbaston

Birmingham B 15 2171

12 May 2004

Diear Professor Lilford

Witness Seminar: Prenatal corticosteroids Tor reducing morbidity and mortality

associated with preterm birth

Venwe: Franks 11, Mezzanine Floor, The Wellcome Building, 183 Euston Road, London NW1
Tuesday 15" June 2004: 2.00 pm - 6pm

Wi are delighted that vou are able 1o atend the above meeting and are happy o well you that plans for

the meeting are proceeding well. A copy of our publicity material has been semt 1o you under separate

cover and [ am now enclosing a draft programme. A full atendance hist will be available an the
meciing

We would be very grateful if you would be prepared for the Chairman to call upon you to say o few
words, for about 5 minutes, on "Getting research into practice’. We like to prime a few people 1o lea
off the discussions, although there will be ample opportunity to contribute thronghout the meenng
We do not show slides or overheads an the meetings, as we wish 1o encourage informal imerchange
and conversation. If however, you would like any material to be available to the audience, we could
photocopy a diagram or article for you, and leave a copy on every chair

The Wellcome Trust Centre for the History of Medicine at UCL will reimburse your travel costs of a
second class, preferably an Apex or Saver rail fare and/or underground fare supporied by sunable
receipts. Please note that University College London will reimburse your travel cosis for a second
class, preferably Apex or Saver rail fare, underground ticket or taxi only if supporied by suitable
receipts, They are inflexible in this matter.

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 8106 if vou have amy
queries prior (o the meeting

Please note that informal drinks will be served immediately afier the meeti

seeing you on the 15" June

Yours sinceraly

’!:;J{-u?n P
I Daphne Christie
Senior Research Assistant to D Tilli Tansey

The Wellcome Trust Centre for the History of Medicine a1 Uy ity College London is funded by the Welleome Trust,

which is a registered charity, no, 210183, Hisimed maes couriesy Wellcome Library, London




Wendy Kutner

To:
Subject:




The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London = NW1 1AD
www uclac.ukhistmed = 44 (0) 20 7679 8100

Frofessor Bichard Lilford FRCOOG FRCP FIFPH
Department of Public Health & Epidemiology
LIniversity of Birmingham

Edghaston

! - 3 1 _ 1 ] - 5 )
Birmungham B 15 2T71

16 June 2004

Dear Professor Liltord

The Wellcome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May | say on behalt of 1he History of Twenteth Century Medicine Group and the «

T " » 1 ¥ TE10] . . 1 . % 1 st sl L 1 wnl "7
organiser, how grateful we are 1o you for your contributions 1o vesterday’s meeting

really was a splendid occasion, and we |'=*':!~' that you enjoved it as

WL WETE obsery 4

As mentioned in |"Il."- 1ous correspondence and at the meeting, the |.Ii!\'.. |"II ceedings

the meeting will now be sent for transcription, and we hope to have a draft manus

sefd souw i about 1% months Gime Tor vour comuments, Ultimately we mtend to
an edited version of the PrOCeegIines, and vou will be sent a copyrieht assienimen

and final prool before publication

Y ours sing .'Il.'|_'-

Yoper QA

D Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

Ihie Wellcome Trust Centie for the History of Medicine ai University Collese London is

whech 15 & registered chanty, no. 200182, Histmed loso images i

cript 1o
publish




Professor Richard Lilford FRCOG FRCP FFPH, Dr Daphne Christie

Department of Public Health & Epidemiology, . christie O ol ac. wk

University of Birmingham, wiwn, el ae, ik Tis i ed
Edgbaston, Tel: +44 (0) 20 7679 8125
BIRMINGHAM, B15 2T Fax: +44 (0) 20 7679 5193

T December 2004
Dear Professor Lilford
Witness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortality

| enclose a draft transcript of the Witness Seminar on ‘Prenatal Corticosteroids for reducing
Morbidity and Mortality’ to which you contributed. We intend to publish a version of the transc ript
in November 2005 under the auspices of the Wellcome Trust Centre for the History of Medicine ai
UCL

I would be most grateful il you could check your own contributions for general sense, accuracy and
typographical mistakes. We do not encourage extensive alterations, as the purpose of these
publications is to retain the freshness and informality of the meeting. However. any additional
information can be added as a footnote and you may like to suggest such material Please mark all
corrections clearly on this copy and return it to me by Monday 10 January Earlier published

volumes in the series can be viewed on our website, www._ug] ac.uk/histmed/ witnesses. htmil

If you would like to comment on any other pant of the transcript, other than the corrections to your
own contribution, please feel free to do so.

=

* Please provide a 2-

volume :III|.'|II|.!ir'|_: yvear of birth and dates of major .|]"|"I'Ii|'l1]'lh'|l[5-.

3 sentence biographical piece for inclusion in the notes at the end of the

Please sign and return the standard form assigning copyright to the Wellcome Trust,

Please let us know if you do not want your name included in our Pwice-yearly

marketing mailings
We would like to include illustrations of early work in the volume. If you have any suitable
images or figures. please include these with the pages. They will be carefully scanned and
refurned in protective packaging
A final proof version, incorporating the changes made by all the participanis, added footnotes,
and any queries will be sent to you in September 2005 for return within a week. At this stage
only minor corrections, such as those of a typographical nature, will be possible.
The tapes. earlier versions of the transcript, and any additional correspondence generated by the
editorial process, will be deposited in Wellcome Library. A version of the transcript will also be
mounted on the Wellcome Trust Centre’s website shortly after publication.

| look forward to hearing from you

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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commirttee at that time, and the hospital medical committee approved it
without further discussion. Mont was very keen to get started, because the head

of department was actually planning a different trial that would have precluded

this one and Mont was going o get in tirst, which he did.

Professor Richard Lilfcrd:rL,v;?uwtf:-T'- ?a‘\lﬂl__g;.;ut‘im\h ave-happened it

Professor Avery hadn’t transclaimed tharconservation. It sounds
from the way you speak, as though Mont regarded this as a sideline

and there wasn't a need to pursue it himself.

Harding: In the end he did pursue it, but I think you are right. I think the
interest elsewhere, particularly from Mel's group and the San Francisco group
probably on the effects of steroids on lung maturation, not so much rekindled,
as accelerated his interest in the topic, and he recognized the importance of
pursuing this and whar a clinical impact it might have had. He took Ross along

with him, because it was a sideline for Ross as well

Professor Miranda Mugford: | am a health economist. [ just wanted to ask

what the clinical siruation with neonatal intensive care was at that time in New

Zealand? Was it ar ditterent stares of development in ditferent countries? Just
2

the background to what was normally done with babies ar thar gestation when

ey wore I'II'I':'.. W |‘..i.| WS ||'I:.' funding situation for their care?

Harding: The funding situation was easy. We had a public health system and
there was no direct charge to patients and thar has always been the case for
newborn intensive care in New Zealand. It's fair to say that the state of
intensive care varied around the country. The National Women's Hospital was
opened in 1964 from memory, but [ would need to check that, specifically o

both enhance the care of women and their babies and to encouraze research in
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I:'IL"p-"-".l.['L'\. Lll:‘ld | Cannot COUNUCr [|1HI. ]l‘:-ﬂ li_:l.id }!L'-Z‘i |:F=i|'i.i[jf._: al i[-. ..lt‘.ld [
_-||.|hl ll]i]]l’i WC ]'I..!".'(_' [y 11";,' 'ﬁ'i.:,:'il.'!]'ll :.l.[lfll'.:l 1.]1“-‘-1.' Hr- s 1I'|.-.|.|‘f: '\'F'IL'['IC.‘I more
time with babies than I am, have to keep track of the babies. Hard
as it is to control, because so many interterm events take place over

30 vears, bur 1 |m§w we learn some more at this meeting,

Lilford: Since this is a history meeting, and while you have been
talking about the early 1970s, 1 have been thinking back into the
recesses of my own mind. | was a young docror in Cape Town and
news about this crossed the Indian Ocean and people were
interested there. There seemed to be, as I can recall it, a notion thar
many babies would in retrospect be found not to have needed to
have had antenatal steroids because their lungs were very marture.
And so the idea that was being purt around then was that one should
test first to see if the lungs were already marture. And the person
who did thar testing was me. So it somebody needed early delivery,
then 1 would do an .!11111'm|_-;:‘|lc~11\] e Her ur[:d';_tjlt'n I;UL_' had a

thing called a bubble test and I would take ans [6ft to a side room

e s . o ! [o—
apd | would mix/rwith-semething else-thavecomplerely forgotien

i
what now, bursfon-would know the-€hemisery of thisFBuranway |

would shake itf and then there was this hitdle abipgfon the wall, «

what's_the\numiber df Buliblet~and (f there was more ﬁh.':]'l a certain
i |
|
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number of bubbles, then we could 'ﬁlt—-;l:-.' }‘rrnf::rd with the delivery

the next day. If there weren't, then we gave steroids. And then we

would re-test two days later and if there were now bubbles we knew

we could oo ahead with delivery. So there must have been running

at that time. another scientific climate, which said that discriminate

maorre |:"I|._'t-H|_'I._' we '«]Hﬂ.'t' ‘.'Eh"n.' \[L‘I'Hitl'u .II]. Hll'. ds ['-dl' s | l-'.nmr. t|:;.l[
b

||:'|.,_- Ol 1]11:-1'.5_"|1‘. PARL A i aaSallAs, 1L didn't Progress in any way.

And 1 just mention that for your edification.

Mrs Brenda Mullinger: At the time of the UK mulricentre trial, | was working
for Glaxe and [ coordinated the trial in the UK. What [ wanted to say relaves
to what Professor Crowley said abour uptake. Although we originally
coordinated the study after different clinicians had approached Glaxo, we
II'IL'_r'll'l |'||_|1 W -llLl.\i';.ki. '.'l'll::-\;' |,';'|.:|:\-"h I 1OIn |i"||.I '|-.|||.|.1|-. :.l'ln.{ 50} WO '.Ii'.l |‘|LI|.:||I.”_|| :ll-
.=_|'||'||l.:-.|.,|'|:.|'lf_: other centres in the UK and, looking ar the paper [now?] because
| cannot ..-_;L|_||,| |1||!:I '_\:|'|.;|'|'_||,_'|_ W 1:;.|-I '.|!'!-.i-:'!'.‘-.'.'!'. Ny | '.‘.'|||.|-'|':' ":\-. |'||._'. [ whs l.llll.l
by Dr Clive Dash, the medic at Glaxo who unfortunately cannot be here, that
many of the UK centres who were approached wouldn't join the study because
they were already using beramethasone and they felr thatr it wasn’t ethical to

have control groups. 5o thar although vour uprake maybe was only 10 per cent,

Mrs Brenda Mullinger wrore: “The UK multicentre trial was conducted from mid- 19

| 978; 251 women wen ndomired 1o double-blind treamment
betar Einlpls :,'-|'|'-ilh-.:.' AME CVErY Ci il-ll:lw- (0T | 1 of sIX ||-|-.._~- 0l i!!.lll\.ll.:l!:
placebo, cach give v intramuscular mjection. Beramethasone
Ineidencs «

Defore 34 week
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group, and that will make the Interprearion of the results
interesting.

Lilford: 1 whidgokifiglag the debate of my l4-year-old daughter
about whether history is just an interesting thing to read, or

whether it helps us to design our own futures, and listening to Jane

speak makes me think that there really are occasions when history

reallndges havefa lesson for the future. Listening to you speak about
. [ L= . i ; '

L Fa

finding these records was very interesting, Iml_'35'11-4':;*'5.’-{;;-;'u.-ri- amazed |
in this room/that you really could find those source marerials afrer
30 years, and that you could find the trial documents and so on.
When Harold Gamsu moves the documents in his office, guudr_-p.n
knows where they might go. So the lesson that we might want to
learn from this is the Importance of some sort of systemaric p:]i{l-l-na
archive for trial information and I don’t know if you might want to
comment. | know that the ESR( .l(:;ﬂ}[.I"I:I-.'i?_:.-'".li:".lr':";.ii.:'_l.f\ data siflirdes-do
architve thém and hLlJMi_in[u the g!.l:1l_[+1L'. cost of so ql{igjlg;;:';lliti the

more | listen the more [ think this might be something we ought to

-y ey L : Tl ol r 5 : . . - =y
ll:ﬂ- o 1.1I'~.i. forward as a matter of SOIMC Il!:‘._:-:,lh._:'.,

Chalmers: The MRC has got a working party under the « h.1||'rn.|."n|1.|'| of Peter

Dukes, which 1s creating circumstances through which it would be possible tor
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Hey: I'he p-.nlih'l‘.'. with yout logo, of course, 15 as my maths teacher would

have told me, is that it doesn’t have a scale on it.
Chalmers: Is there no artist in you?

Hey: And the litdle blobs on the bottom. [his is all very well, but it doesn't
.|.|_I_|,|.?||}'.' I-;,'” VoL that vou halve the l.l!'l.'ll'li.'-:.' of the |.'|:L-I"'}' f_’ga'1|i|1'§ J'L'\P;.I'._'Irllf}'
distress. Gerting research into practice: we have already started down the path,
haven't we?

Lilford: Thank you very much, it's a great honour to be here today;
to sav a few words about moving knowledge into clinical pracuicg. [

was plucked from obscurity in 1991 ] think it was, by the then

President of the Roval College of Physicians,a gynaceologisy, Stan

Simmons, whio called me into his office and said he wanted me to
take over the audit committee. 4 theughtfor moment —and |
chought well Tcerrainly-eauld do-this as he-had asked-me. T went

down to the first meeting as their Chair, | had never been on

ool =S

before, and it was a very boring meeting, Jt didnt seem to go
anywhere, | canitel_remember-what it contents_wete, but l-do

rerembeswas veryunimpressed with the meeeng as a whole; 2nd

my-application_of my-ehairmanship ofut_Se-on the tamrTwent— L/,
ek T thoughe T had bewerdo something 4 bie-better tharrthat with
s E‘rtwi'f’u"m. and-so thi~idea cant@ intosny head, | suppose because

N
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'p.l‘u_t'uii.ll.-|im.'~ werc just {coming into gxistenge—in people’s

consciousness ghen; ’ﬂu idea came into my head tharwhat I should
do with the committee was pgrdally .4 ?‘1:;':,_:'1|u:|.-|:|1c.~\. So I told the
council how 1 was going to do this, and they must have had
something else in their mind that day, because they soer it led-
{re
it through, and wenrt on 1o the next thing. Lh1-don ik they
—quite-worked-out what-they-had-signedthemselves upto; butsou
Ahow a mandate to gyinte, J.J'rﬁ.-.} Hll.dtlmu which-wentd-then-be
{ii‘ihl..'ll'lif'lil.'iu_-i. I'he next |||i|11.L;',_w14--—v-.*|+H-l—k-rr'ﬂn the gllidn‘ ']H';;U.\i-ﬂ‘r.
e Lol fo Fova e
Now lain Chalmers had recently gmhli;l;;d with b3 e0ledgmes his
book, I vk ix was Effective Care in Pregnancy and Childbirth, and
50 | I_|1|!II.!I:=_,_:|11 well okay that's what we will do; we will g0 L|1'.'uu:_f:1 all
these trials, and we will come out with lots of guidelines. So I called
a small group together, Marc Keirse, who was an obstetrician, |
think he now works in Australia, but he was then an associate of
[ain's, and a r.]l:1|‘.u called _|i|11 [hornton who was my clinical p:u'['nu:
and we sat down and we went through this whole datal’.. in a day,
CHUC-TIP u;i1'|}' mrthe !unrning. Lﬂ'hippud o uatd :Fr‘CH”r‘l the floor: ‘In
a day!'| "lL'u’L]'I a day, a long day [ can tell you, but it was a day. 1
remember it went on into the evening and dam came round to our
house for supper after, and we went Lhrnugh the whaole thing in a

day, and I thought we would have say 100 guidelines, and jthe book
|

d 1
- 4 1 4 i Ly
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wasvery thick, bur when we went through it, we gatlafiar2¥, only
21. That really surprised me, 1 had no idea it would be as little as
that. How many trials were there in those days, there would have
been abour 20 000 trials [Chalmers: Three and a half thousandi.
From these 3500 trials, so what do you get? I'wenty-one :_-:uid.;“n.._-a,
which you can say, this—ts—whar people should do/ Even some of
[hﬂl-"'*'x' W L'EL'..iiﬂiEt close 1o the ;‘dl\.’,{. The one that worried me most,
was the Venrtousé -bueldnnk subsequent-evenss-have vindicared us
from-that,or just,or-net—as-the case maybe. We'll leave that one
open-shall-weButthe Ventouse was on the extreme right of the
distributionyeu-knowjust got-in. But one of the ones-that made-it
through, very comfortably, T think second only to—antibioties,

cacsarean-section-orsemething like that, was the one thar we
have been hearing-about-today,which-is giving steroids/antenatally.

Anyway this was our yield, 21, and we meancamd showed it to a

bemused council wholmade-afew dt':'rl:,:,.'n-'nj.'. [TOT d{'T{h:;Hnr_'.'. bea

8 i b L i g (52 fe G iy
rew—nor=cpmmmittal—ermidrks, and off irwens. So it was thad

']

LS p e e P

Me Atglels L
distributed —with—the President's Hi}_::!h‘i!".!l'f. to all the ]u,-anL-
practising obstetrics and gynaecology in the country,/Of course, as
so often happens in life, in our modern complex society, amd—}
wasn-t-atone, Edmund Hey wrote-me a letter; and=told-meall-the

other things that were going on at the time; there-was prtblication;
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a-commentary-by Liam Donaldson, who was then just a regional
director of public |1L'll|[h._-il1 the British Medical Journal wheeh

e4.had. touched- an- the-issue jin passing, and I willsay is-a

&l

problem with the I!'I'IJ..'ll]I.H.lI.JIU:,-_"}' of-his '-.T1|dfl+i'ﬁ',un Not CHtICISINgG the
chiefmedical officer you understand; thar wouldn’t do me any good
at—all—Tam just—saying that there —wasa problem—with the
methodology—forthat. Then there was a publication from the
BAPM, British Association of Perinatal Medicine, and there were

M

letters in the Lasmcer in 1993, An NHS Management Executive

letter, EL93 1115in 1993, There was NIH consensus development

conference. So there was quirte a lot of buzz going on, and I didn’i
realize that my idea was so unoriginal, but there again that's life. So
anyway we/did, and [ rested myself content, and in fact-we went.on

and-did semq other guidelines about communication in maternity

services and nrgdlﬁiﬁthu1.;] standards shat/were studiously ignored. |
. _ £ : : ax e
then applied with Lesley Page, a Professor of Midwifery.. ).,/ for a

prize from BUPA. They gave a prize for he or she who
. 3 e e
communicarted best thar year, and we didn't get it. The reason we
didn’t get 1t, agaim w-was quite proper{ All we had done was
propagate thiese guidelines, and we hadn't investieated what effect
- > e
they had. So I then discerned-that-we-should/apply for a grant se
that Jenny Hewison, the same Jim Thornton, ;1-!'_{;["4.'::11-{-:!,.[;111 Wartt
) . 4

- [~ T Nrd | B % "'--.- A
FN. ladw Do 0 S Eonece, _[.-#--.-1_,.' 4Tl el e

AA3 lubas

e lethe ELGS/

[)
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ang_maay other-people A cannot remember-all their names. We
.tpphut for a grant an-rl—unr.-u to do a nLLLr.]_'.' of the ll["ﬂ.i.ll'it' of

guidance. Now Ed! 1|w.~ sent me a paper by a very nice man called

John Sinclair, and in it he says and I quote frpmit, “Pespite the

evidence of uf'ﬁc;u_'}'_. “effec tiveness/ | 5-:Lu,':-.~.. in reducing as-wel as
RDS5 and death rates, the use by obstetricians of antenatal
corticosteroids has remained low |*.-1' many m.'umm;.j For example,
2 e
in the Canadian multicentre tri: :f“qmi 1 jgoes of o explainTtHook
at-thereference and-icsalso farly 1990s. So the question really was {,
had-something suddenly changed berween before the-systemaric
review, the guidelines” that fgllowed the systematic review. Has
something —changed following rh-.u; becawse—a ot _of these
pablications that-people complained about, preceded first of all the
coltection ofevidence and what's now the Cochrane darabase —the
systematig review—as i’riuf:.u'd. (7} did and the emanating of
gutdelies to give them some sort of societal autherity. Orator of
the complaints about ..... [3] were before-all-thar endorsement took
place. After all, if it wasn’t necessary to have systematic reviews, if it
wasn't necessary to put them into databases, and if it wasn't
mecessary to show that they had societal endorsement, why,| then
wotd-we-have neededab-tharth me?-Se-the-question seemsto-me;

the_interesting —question—isn’t—rhar prople didn T take them—up
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before, what would you have expected? The INECFESENg question
would be, “Wellthen—what-happened afterthat?. Thar was what
our study was designed to find out. So we took four guidélines
awhich were | the Ventouse, [{']L ~.|;11L_||1|1 g up of the puim-uml:_h}'
-different m-.m:l'i;1|-, tt-having-been-discovered-thar wharever you-do-
vou should not use car gut vo-de-this, antenaral steroids, antibiotics
in preterm laboun Then we added one on the hoof. |"L"-.i'||-|"'-'.__d‘|-1]'i”i-_1'
the course of the study, ... ... [Lelia Duley] and her
.l'!_"_l-.:I r =

colleagues published a spectacular trialitit must be the trial of the

1990s| Pthink, which was-about/magnesiumiy{ for-the treatment ef=

horrible-condition-of-labourcalted| eclampsia, when magnesium was

better-for the woman-treated than the treatmient such as currenth
l"":i”" promulgated on this side of the Adantic. So we quickly rook
F A iy

the IJE'Ij'l“H]I[]I['-. of -1.4."11"’—"':1“"1-1-}{ LIJI-.Lt thae had. Anyway the results

L b M =

'r'rLH puh'nhul :th L du.. Lt circulate-a Ly of the paj '|I._|.. atrd—sn

V- T S0 IhL' .*'r-|1||h 1111:4.'::_ Tl nere 15 one [r;u:g [0 say ,g:mu[ ';h.;m_
resules with E‘l;l:ti-h|||.1|' reference to corticosteroids and thar is chis

We havesaid right from the starr thai simply looking at who had

given preterm birth, and secing whether or not they had had
corticosteroids, was not crnins; to Aell rriu-'[ln- right information. J& /[l

would be-tike b er_ Lhﬂ. LLHlﬂf-'ILL' fallacy fexperimans. Because

'ﬂhlr you-really need to know is when EhtF{—-W“.}h-d woman—whe

{

"k, fo s s A 1 { " s i i
Pl T ¥ Lk i) LA _ﬁ—u’lj(.-"" e

* 2 artdi a1 15 4
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through —the eves of -the—person—ecaring —tor—her;—should have
Jr'n|'uf'1'|p|;+,1.i the-useof antenatalsteroids,didn't or did-get+4t—Thars
what you-really-wantto-find-eut; not thar she had . In fact the
same situation arises in audit of the treatment of people with a heart
artack. Seme-audits-have-been—doncom trearment-of-heart-atacks;
:l.-r(]u know lh;ll';;i one of the tenets I:Itxg:mld carc I_:':.:I-l' if you are |!‘|;1.'~'il1g

attack
a heart)is\a-clet-bustine_druc ought to-be-given 1o vou, and some

i

peaple_have done frudies whieh have shownjonly 50 per cent of

people who had g heart arrack had had the clot busting drug and
" J - L P

rrl #

that [gives you a[huge underestimate, because whenyou-arrive-in
casualew, the clof busting drug can only be given for a short period
v T - L= s LS

. ; VAR -
of time after yop have started the onset of painga day or sa. |H-yeu

nt

come N0 casyialty and fhey dont think—you have—had-—ahearr

attack;-you haven-t-got raised ST segments on ;I-?;LLLI' 1".(-.{]2 and-tharTs
what-it-comes down—to,if you-haven’'t got that, then they quite
Fl]'ﬁlp&:[']}' I;J.U“Ii gil“"- _‘-'“LL ﬂ'lL' L'I.l.][ |‘|.]“-|if'.;'f_f |'.1|'|.;.5_f.-h'f".".11'["lt“—;'[ can |'|1|".'|..'
some nasty sigle-effects, and-cause albrain ‘:uu‘:mrrh:1{;:@?;1“#'. When
vou-go-to-leate-hospital-miny of those peoplewill liave been-found
out-to-have had-a-heartateack. So you need to look at people who
have ;‘ll'c;a-.'ﬂ[..‘ﬂ with clear features of heart atrack, not those coded as
h;n'ing-:;l heart artack. So we ook a lot of trouble and your money

v _réally po makie sure that the people who were judged not to have got |
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antenaral steroids and they deserved it-er-should have had i, really
had been a condition where they could have it, wheréas it w as clear
_Lh:t'l; thewere in préterm labour, and _préetermrJabourwasn’v—se
;Lt_lx';lr‘lL'i_'LL but [h-;rr; *.".nll|1_|11'l l'.'.'l.'l.'t' l"L'-;:'| time |.L||' it to have-worked.
So that’s what we did, and what we showed in ali ofithese ]'L‘hJ?-L'Ll.E.:rL
that thiere was massive change in the uprake and if you have gor a
copy of the paper you can sce it in the graphs in the paper! |.t‘|;i.\,ﬁi~.'t'
change in pracrice in line with the evidence over that period of
gl {o b LY

dide. So the notion that the docrors dr¢n’t nsing(the evidence, the

obsterricians amyway, thatrotidh is no longer true, there is massive

- - 4 3 = o e . SRR i .
change. Now is it perfece? No. With effeetive steroids, for example,

'I|_;-:|-\.I L~ s s :
ivs,only 80 per cent of [people whe—theauditwasJudeed-should

have LY I, enty—at-percent—got H{ 50 there was a 20 per cent
shortfall. On some of the other standy, it's more like 70 per ceny. so
there is still work to be done,/1 am nort saying L"-.'l-l'}.'1]1i11:_5 15 P\_‘E'FL'&.'[.

And indeed, when this résult was |_‘.|I,l|!'l|i~.h|._‘f\|_ It was carried in a

¥ y 4 | P 5 bl

i 4 ' ¥
newspaper, the Observgr Fehink, as shante ‘en_us,—as-erearasiralt
F L=

Wailh, .\I:-i]] ]:'r[.\ l!l‘l. E‘I[_;ﬂll_‘.ll':,‘ ".'.'I:I'I'_'I't.l_ :,-_‘|1.'||.ifi:‘_'. ||'ll._' treatment [h;'l_[ [|"|_I._"|.'
deserved—Theycarrabways put-two spims-on-anything if they really
wanéto. Bur oge thing that it did show was the amount of change

Y
in/the evidence.

A Oode, 7 Mgtk
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Just since | have ritivated you Gl, T will just mention magnesium as
well. Within a year of|Lelia Duley pablished brer study, she-and-her— -0
coleagues; within-a yvear of that 80-per-eent, from zero] 80 per cent

A

of women in this country with-eclampsia-were-eettinemarnesium.
So that was without any guidelines And amalysis. Bur thar was a

particularly power ful study and veryusefnl,

[ have £ot one last l}Lf11I:;i;]I to leave you with and llp_--z'm.ugh[ i
this. You know that the whole nortion of diffusion of informartion

into a L'ulnmllni[}' of EXPEILS IS OME that has been studied for a ||:|:'|§_1‘

o

time, amd | understand that it started with a man called Rogers,
who was |unk'zng=, at the uptake of effecrive agriculture practice, in-

farmers back in the 1930s. And he wrate, described the original

B Al

T s ' \ i) ko .
diffusion curve, yeukmow people are very avant guarde and sake-it

right away, going through to the middle ground, and then a few
- P - : : :
lageards, who were very slow to rtake’ it up. Frarattcomes—+remy

Rogers. Now you can think of that in two ways. The way is-abways
(LS o % " |
thought of isjof a particular rechnology; so are the farmers using the

latest and best fertiliser? Are the obstetricians using the latest

sl
[";Lrlinl|;1l' 1]1ing. shall-we say-ot antenartal SECTOIOS?

treatment of/a

That's one way to look at it. The diffusion of ¢hatftechnology. Bur
of course underneath all that lies an epistemological issue about

what is perceived by the society of experts, the society of farmers, or

TSI O £ [ b VO Al
L =

Lol Gt ()

2 0P vl . MY
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Diffusion of Innovation Theory

One of the greatest pains te human nature is the pain of a new idea. It...makes you think that
after all, your favorite notions may be wrong, your firmest beliefs ill-founded... Naturally,
therefore, common men hate a new idea, and are disposed more or less to ill-treat the original
man who brings it.

-Walter Bagehot Physics and Politics

Definition of Diffusion of Innovation

In his comprehensive book Diffusion of Innovation, Everett Rogers defines diffusion as the process
by which an innovation is communicated through certain channels over time among the members of
a social system. Rogers' definition contains four elements that are present in the diffusion of
INMOValion process.

The four main elements are:

(1) innovation - an idea, practices, or objects that is perceived as knew by an individual or other unit
of adoption.

(2) communication channels - the means by which messages get from one individual to another.

(3) time - the three time factors are:

(a) mnovation-decision process

(b) relative time with which an innovation is adopted by an individual or group.
{c) mnovation's rate of adoption.

(4) social system - a set of interrelated units that are engaged in joint problem solving to .-..;L,-un'||'|||-.|]
a common goal.

Make a better mousetrap, and the world will beat a path to our door.
-Ralph Waldo Emerson

Background on Diffusion of Innovation

The original diffusion research was done as early as 1903 by the French sociolegist Gabriel Tarde
who plotted the ori =*||‘:¢|f S-shaped diffusion curve. Tardes’ 1903 S-shaped cufve is of current
importance because "most innovations have an S-shaped rate of adoption”, {Finﬂg rs, 1983) The
variance lies in the slope of the "S”. Some new innovations diffuse rapidly creating a steep S-curve:
ather innovations have a slower rate of adoption, creating a more gradual slope of the S-curve. The

rate of adoption, or diffusion rate has become an important area of research to soc 1ologists, and more
specifically, to advertisers.

e

In the 1940, two sociologists, Bryce Ryan and Neal Gross "published their seminal study of the
diffusion of hybrid seed among lowa farmers” renewing interest in the diffusion of innovation S-
curve. The now infamous hybrid-corn study resulted in a renewed wave of research. "The rate of

http:/iwww ciadvertising.org/studies/student/98_fall/theor y/hormor/paper].himl 1 4/06/2005
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adoption of the agricultural innovation followed an S-shaped normal curve when plotted on a
cumulative basis over time". This rate of adoption curve was similar to the S-shaped diffusion curve
eraphed by Tarde forty years earlier.

Rvan and Gross classified the segments of lowa farmers in relation to the amount of time it took
them to adopt the innovation, in this case, the hybrid comn seed. The five segments of farmers who
adopted the hybrid com seed, or adopter categories are:

(1) innovators,

(2) early adopters,

(3) early majority,

(4) late majority, and

(5) laggards.

"The first farmers to adopt (the innovators) were more cosmopolite (indicated by traveling more
frequently to Des Moines) and of higher socioeconomic status than later adopters™. One of the most
important characteristics of the first segment of a population to adopt an innovation, the innovators,
is that they require a shorter adoption period than any other category. Rogers identifies several
additional characterisiics dominant in the innovator type:

(1) venturesome, desire for the rash, the daring, and the nsky,

(2) control of substantial financial resources to absorb possible loss from an unprofitable innovation.

{3) the ability to understand and apply complex technical knowledge, and

=

(4) the ability to cope with a high degree of uncertainty aboul an innovation.
Characteristics Rogers identified in the Early Adopiers:

(1) integrated part of the local social system,

(2) greatest degree of opinion leadership in most systems,

(3) serve as role model for other members or society,

(4) respected by peers, and

(5) successful.

Charactenstics Rogers iwdentified in the Early Majority:

(1) interact frequenily with peers,

(2) seldom hold positions of opinion leadership,
(3) one-third of the members of a system, making the early majority the largest category.

{(4) dehiberate before adopting a new idea.

hiip:/fwww ciadvertising.org/studies/student/98_fall/theory/homor/paper] . himl 1 4/06/2005
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the society of obstetricians, what is if thav/they perceive as being
authoritative knowledge in-a_petiad of-time? What 1 believe and we
can discuss whether later if you wish, what I believe is-¢his, that not
only have obstetricians and indeed-other prople; it's exactlythe
same with = group orf I;'.—H's.ﬁulngim for—example, where similar
studies have been dn:‘u.x_'ll‘rn[ only have specialists taken on the idea

of p;n'ﬁgu];ir treatments like clot-busting drugs in cardiology or

antenartal steroids in obsrerrics, but 1]11'}' have taken on the idea that
pre

Ld-q
yeu should change your pracriee-guite expeditiof$ly in line with the

i47 L4

evidence. So the notion of evidence-based practice has also been
Hkl\"{'d. ] |.'|L'|.]|.."l'|.'d lll.ll |||]|:'||.|‘E:_|::I ]'ll:'.' E"l":"l-l.."-?\i“'['l.il.' CAdlCCT 1]1'&‘]"&' |:':.|"|
been a sea change in that respect, and so [ don’t think we need to be

quite so pessimistic in the furture as we have been in the past abour

the uptake of new practice. That is the first part of my last point.

The second part af ¢hislis that not only has there been a change in
the hearts and minds of practitioners, but there has also been a
change in tesponseto thataboutin J_Lin».'iu.ll SENSE |mfu.~' m.l organize
ourselves to receive new evidence. So for example, in the case of all
these-trials that were done on antenatalsteroids, back in the 1970s
and 1980s and-so-on, ihlv:_-’.t;'i.:!]H were done, seithe idea of doing trials

+|.'.'|.d. l'lL'i.']'I Fl'l|!".'l..'1.i. ".‘f'.!:l]'l LI EJJ'igiTI;!] .ILqL‘H llh':ll came t‘F[]!'Il E’]L‘Ul‘.ll:l_‘ JILL

Brian- Bateman,—Austin-Bradford Hill. Those ideas were coming
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Ito-guite wi(iL‘ﬁpl'L;iL‘] se in the 7205 that 5 1.-;:]1_-,' all these trialz

q’l;!‘\.'l.' E‘H._'ﬂ.'!'l di'llﬁl.-'. -"i"l:‘lh.ﬂ-.l'n'-.'-:.' {“[1I1.[ ELH':,' WwWas a []'IL_'|_|'H:IL]. a H[]LiL'l.]!

:111':]1-:%[.111 F*-'tt';‘-‘-":",i_Thi.' results of the 1|'i.1|||.:’ S0 the crial :1-.'m||+j be done
and ti1;;1 would be that. And-then o one knew whar to do with k.
How do you react to these trials? When is the trial evidence
sufficient for a guideline to be developed? .'bic;»;'?wiul [ did in-a-way;
I-suppese, back in the cellege=n those early days of 1992, was to
start to provide some kind of societal mechanism 1o pick up the
results of research and jr's not surprising it took us a while to learn
how to do this, and of course that's now been formalised much
more, some would say too much, with organizations such as NICE
I

and its equivalents in other parts of the world. Thank yOu very

IHH(]'I.

Williams: For practising clinicians another anything new and
accelerated factor which is a thing called the clinical negligence
scheme for trusts which gives a discount in vour insurance for a
hospital if you are following evidence-based guidelines and can
show that you have these in place and to actually achieve CMST
grade-one status, you have to jump through a lot of hoops and it’s
all abour practising evidence-based guidelines. I think that’s a new

accelerating factor in the application of research into practice.
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Enclosed is a sccond proof of your contribution, ™ aghlighted with further queries.
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Mrs Lois Revnolds
Research Assistant to Dir Tilli Tansev
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Lois Reynolds

From: Library [Library @ RCOG.0ORG.UK]
Sent: 30 June 2005 10:22

To: ucgarey @ ucl.ac.uk

Subject: RE: RCOG Guidelines : query

|':|{'.II .'.'I-‘II!H HL".'I1|'I|I.I:‘~.

Thank you for your enquiry. I've looked through the various editions of {'u]h';_-,u :_*Lu'..j.um.; on prenata

-.'illfi-.ﬂ'-H.'ll.'li.l.lh. .LII.I.|. E.l.ll.IJI.l.l ‘.l!i' :lll.lll‘-.".'i:'lgl

In December 1992 advice from the RCOG Scientific Advisory Committee entitled "Antenatal corticosteroid
administration reduces the incidence of neonatal repiratory distress syndrome” was mentioned in the President's

newslerter, saying thar coples were available from the L:””'J.L"f- The advice is a .-f:n:;h' Ad I._'.'[H.'-:_i sheet.

The ﬁrar grecntop :_',l.“l..lL':i".';. an |.|.'Ii'~ [-.:-;‘lil. Was 5‘-'.I-f"|:..-hL".] in 1996, _I_|1-Lil .!'|.'|\. l.|_;||'\-.|;;|,|;,||_':|||_'.,' |1|_'|;_ I -'{"'t'l'\L'd i 1999 and

2004, These editions were all entitled "Antenartal corticosteroids to prevent respiratory distress syndrome”. The

current version 1s available on our website ar I‘:I':i'\:"-'.1.'1.'.'1.'.'_|.._:-5_:.|'||.'E_‘.'.IL:. index.asp?PagelD=511

Rather than the whole series of guidelines being republished as green-top guidelines in 2002, each individual
IE::'.-';.\.lI..'.!ill.L' i\ LJPd.Ela'l.l ar '.'.'I[!h;.r.l'-.‘.'n an ¢ .i_|':-.'i;'|z;_ ',i;':||_'k, \,','i‘,|: ew |'_|!|_'x |1|.-||',:; ii:l'.'-il.il..-. .;-L| 00N an |1r1.g;'.i11:;: h.t‘-l*. ||'|
general, a topic is reviewed every 3 vears. The first three green-tops, For the use of ritodrine”, "Use of
gonadotrophic hormone preparations for ovulation inducrion”, and "In patient treatment - D& C in women e

40 or less” were published in .-"Lp:|| 19494,

The series of national evidence-based guidelines funded by the NHS Executive were much longer documents
than the green top guidelines, on topics such as

Management of menorrhagia in pr imary and secondary care

?‘-.1.LI'|.I.I::".'['I'II.'I'|I. :If.. il'.|.:'ll:||ll.:l.' ;.|'| promary, ~.|;\_-:;|'_.;§.1|1\.. and tertlary care

Male and female sterilisation

Care of women requesting induced abortion

I['IL‘I'.II,,'[II:-l'. ||r.|,|_i.s|_||_||

LIse of electronic feral monitoring.

Some of these have now been "il:l'l:_'l"-v\'..'l.i.l'. e, but you can see details of the currenr editions ar
h1|p:-'."1.'.'w'.k'_ I'i.H;'..ul:gr.uL"i|'.-,i.r;"-; :::x[‘ﬁ']‘.l;:t ID=738&BookCa wory[D=28& Book'l '.'p-.'][]‘ 5, 0r
|"|1I|1:"..‘.'.".'~".-N'. I';_n.::_ll|I:':_L|L"i|=_|:i.;-\__i-.|_t"|:'_|g:._-| D=1046

I hope this information will be of use for vour publicarion. If you would like to see copies of any of the

f_"'-lidl.'l:.l'li'h. or the item in the Pr xl-.l-;'l!l 5 newslerter :\|;_-,|n..\; I;-| me know.

]""\ L';“.I.Id‘-.
1

Elaine Garrert

T T T R T T I L L r T T ras———

Elaine Garrent

Reader Services Librarian

E‘:H:‘.'-.I.F- ':'n”-_"l_',v of Obstetricians and Crvnaccologists
27 Sussex Place : :
Regent's Park

London MW 4RG

Pel: 020 7772 6214

Fax: 020 7262 8331

Email: EGarreti®@ rcog.org.uk
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-----Original Message-

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk]
Sent: 29 June 2005 15:57

.J-I'l: [ ]l'll'.il':l'

Subject: RCOG Guidelines : query

Dear RCOG Library,

Professor Richard Lilford spoke ar our Witness Semina meeting on Prenaral
Corticosteroids on 15 June 2004, We arc preparing the transc i}-: of that
meeting For publication in November 2005, Hiz contribution ro discussion
mentioned the |1.L-.|~L§1m-.|m5 to the firse 21 guidelines thar were sent out to
all practitioners under the President's signature. He implies that was
during his time as Chairman of the Audit Commiree.

I would be grateful if you could let me have the full reference for the
original tirst document and, if there was 2 more formal publication?

The present drafe footnote on the guidelines follow, and I would be very
grateful for your comments and suggestions.

Best wishes from Lois Reynolds

(-0-0-0-0-0

.lll'l':.' .l":ll'.'.ll Lo I.:t' I+ I'I L‘]|1'~I{'Iri..i.|||~ .||!|.;. ':.;'."1.1;_'n._||=-'5'.i'-\.l'\. H:': ﬂ_ '“:_ | 1:_|,|'_1{;-|5|'||_--L were
first I_13-:‘-l.|||-.|.'-.i in 1994 [XXXX, updared as 22 "gre en-top euidelines in

seprember 2002] and two years later, funded by the Department of Health

series of national evidence-based guidelines were produced |

Mann T. (1999) Clinical Guidelines: Using Clinical Guid

Mavient Care Within the NHS. Leeds: NHS Execurive; Scortish Inrercollegiare
Guidelines Network. (1999) SIGN Guidelines: An Introduction to SIGN
Methodology for the Deve opment of Evidence-based Clinical Guidelines.
l'x|i:|i=-'.||':.',':1: 1999. Publication Nao. 39].

(-0-0-0-0

Mrs Lois Reynolds

HL'NL'.iI'. |I .'I'L-\.‘\i‘\l.l_li,l (8] ]-:l: ||!_|_ '|_-_||:._|_-|,

History of Twentieth Century Medicine Group
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Fel: 020 7679 8123
email: Lrevnolds@ucl.ac.uk
Fax: 020 7679 81 oz

www.ucl.ac.uklhistmed fwitnesses. heml

Ihe ‘t:'. ellcome 1 II.-:I‘-\.1 Lentre 1s supported by the Wellcome Trust, a registered
charity, no. 210183,




Lois Reynolds

From: Richard Lilford [r.j.lilford @ bham.ac.uk]

Sent: 03 Qctober 2005 17:41

To: ucgaray@®ucl.ac.uk; Richard Lilford

Subject: HE: Witness Seminar: prenatal corticosteroids : Corrections? 77

Uh DEAR DEAR DEAR. I AM A MAN MOST REMISS. AND I HAVE LOST IT. [F YOU SEND AGAIN
| PROMISE [ WILL DO IN PLANE TOMORROW

RICHARD

-----Urigin.ﬂ :"'.fl.-.-x.llx_',u-----

From: Lois Reynolds [mailtorucgarey@ucl.ac.uk]
Senr: 29 .“c‘p'.tmh{'l 2005 18:14

To: Richard Lilford

Subject: RE: Witness Seminar; prenatal corticosterolds : Correcrions???

HI ]:II'I'lr.l I|T.|l|'|,|I
le is urgent that we receive the corrections on the document sent to you on
10 .""L.I:-_',l.i.x': 2005, If yvou have not 1 '«.:'!'-\.'I.'.': IL, |1||_','.~:,' :._ me know, H,.-n,; -.,-,'ix.I:,:_--.

from Lois

--===(driginal Message-----

From: Richard Lilford [mailto:r.jlilford@bham.ac.uk]
Sent: 26 fl,|':.l.- 2005 17:31

l'o: ucgarey@ucl ac.uk; r.jlilford@bham.ac.uk

Subject: RE: Witness Seminar !_~|-;||,;|,,-.,| corticosterolds = Correctionss##

Ok will try to do tonight
richard

-—---Uriginal Message

From: Lois Reynolds [mailto:ucgareyi
Sent: 26 July 2005 17:26

To: r i lilford@hbham ac.uk

Subject: Witness Seminar: prenatal corticosteroids : Correcrions??

|.:|L'.ll |":'ni ] ||_|-.|j-d

I hope that you received the corrected pages sent to your home address on

30 June. The final proofs are scheduled to be sent o participants next week

and | "-'-'Hl.lll.l be _;?J.!-.] of any comments you :|_|ig_:|-_r |'_,11'|;_
Best wishes from Lois

Mres Lois |11I_':|.'|;-C:II1_1\.

Rescarch Assistant to D Tilli 7T ansey

History of Twentieth ( entury Medicine ( IToup

Wellcome Trust Centre for the History of Medicine
ar LICI

210 Euston Road,

LOMNDON




NW1 BE

Tel: 020 7679 81253
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8193

www.ucl.ac.uk/histmed/witnesses hem|

I'he Wellcome Trust Centre is supported by the Wellcome Trust, a registerec
chariry, no. 210183,




Lois Reynolds

To: Richard Lilford
Subject: RE: Witness Seminar: prenatal corticosteroids : Comrections???

Drear Professor Lilford

Thank you for your e-mail. Lois had to travel to Montana ro visit her sick parents and will not be back until 17
Ocrober. 1 will send a copy of the dratr for your corrections/comments.

With kind regards

Daphne Christie

Lj[i;;iti:tl Message

From: Richard Lilford [mailvo:r.jlilford@bham.ac.uk]
Sent: 03 October 2005 17:41

To: ucgarey@ucl.ac.uk; Richard Lilford

Subject: RE: Witness Seminar: prenatal corticosteroids : Corrections???

Oh DEAR DEAR DEAR. | AM A MAN MOST REMISS. AND I HAVE LOST IT. [F YOU SEND AGAIN
I PROMISE I WILL DO IN PLANE TOMORROW .

RICHARD

-----riginal Message

From: Lois Reynolds [mailto:ucgarey@ucl.ac.uk
Senr 29 H-:'E'.vh'rnh-.'r 2005 18:14

To: Richard Lilford

Subjece: RE: Witness Seminar: prenatal corticosteroids : Corrections???

Hi Prof [ 1|:.|||'L|.-

Ir is urgent that we receive the corrections on the document sent to you on
10 August 2005. If you have not received ir, please let me know. Best wishes
from Lois

---Original Message-
From: Richard Lilford [mailto r.ililford@bham . ac.uk]
Sent: 26 July 2005 17:31

l'o: ucgarey@ucl.ac.uk; r.j.lilford@bham ac.uk

subject: RE: Witness Seminar: prenatal corticosteroids : Corrections???
Ok will try o do tonight

richard

----=Uriginal Message-

From: Lois Hu‘}'th'-ltl.'- [mailto:ucgarey®ucl.ac.uk]

Sent: 26 July 2005 17:26

To: rjlilford@bham. ac.uk

Subjecr: Witness Seminar: prenatal corticosteroids : Corrections???

Dear Prof Lilford,

I |m]!u: thar you received the correcred pages sent to your home address an

i




30 June. The final proofs are scheduled to be sent to participants next week

; . : :
and I would be glad of any comments you mighrt have.

Best wishes from Lois

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

History of Twenticeth Century Medicine Group

Wellcome Trust Centre for the History of Medicine
at UCI

210 Euston Road,

LONDON

NW1 BE

[el: 020 7679 8123
email: Lreynolds@ucl.ac.uk
Fax: 020 7679 8192

wwow.ucl.ac. ukfhistmed fwitnesses. homl

The Wellcome Trust Centre is supported by the Wellcome Trust, a '.-;';:i}-[-.'u.-.i

L|1.!ri[}'_ no. 210183,




Prenatal Corticosteroids for Reducing Morbidiny and Mortzlity

Univemsite de Patis], the fllow who is still publishing on ‘bewarz, beware,” and
F oy § J . & F o+ g ¢

I cannot counter that.” I'm glad he's looking at it, and [ just think we have to

be vigilant and [?that?] those of us who spend more time with this have to keep

track of the babies

Liford: Since this is a history meeting, and while you have beea talking about
the early 1970s, I have been thinking back into the recesses of my own mind. |

was a young doctor in Cape Town and news abour this crossed the Indian
Ocean and people were interested there. As 1 can recall it, there seemed 1o be a
notion that many babies would, in retrospect, be found not o have needed
antenatal steroids because their lungs were very mature. And so the idea that
was being put around then was that one should test first to see it the lungs were
already mature. And the person who did that testing was me. 5o if somebody
needed early delivery, then I would do an amniocentesis. We had a thing called
a bubble rest and [ would take the fluid off to a side room and [ would mix it

1 £ .
with alcohol.”™ 1 would shake it and then there was this chart on the wall where

the bubble density could be related maturity. It there were more than =
certain nufber of bubbles, then we could-sffely proceed with he delivery the
ay. If there weren't, then wo-fave steroids. We would re-test two days
er and if there w; oles we knew we could go ahead with delivery.
So there muse |} nother scientific climate running at that time which
id thar B shouldd discriminate m £ ids
Sald that [zwE-shouldsy discriminate more before we shove these steraids in. But
- i : : . . (e
as far as | know, that line of thought ran into the sands, it didn't progress in

any way. [ just mention thar for your edification.

* [Prof Avery, isithis the corpsst Buirh cebt Moot pold you suggesione?] Corrayer 5, Schirny |
C, Djonoy V, Bugri P H, Clement A. (2002) Impairment of rat postmaml lung alveolar
development by glucocurucoids: involvement of the p21CIP) and ;:-'.-‘._'.Kll‘: cyclin-dependznt
kinasz inhibitors. Padissric Research 51: 169-76. Ses also Avery M E. (1972) Pharmacological

approaches oo the acceleration of feal lung maruration, Bricish Medical Bullein 31: 13-17,

e H |

H o r 3 I LI "
Prof Lilford, could you expand on the bubble test? Our readers would findl this tech nique of

INtErest




Prenatal Corticosteroids for Reducing Mortidry and Mortalrty

was to promulgate guidelines, 5o 1 told the council how I was going to do this,
and they must have had something else in their mind thar dar, because they
nodded it through, and moved on to the next item. I now had a mandare o
produce guidelines for dissemination. The next thing to decide on was the
context of the guidelines. Tain Chalmers along with his colleagres had recently
pub[ished hizs book, _‘.::Il?}rrf.:rz Care in PH!;MH-“:,: and Childbirth, and so 1
thoughe, "That's whar we will do: we will go Li’:mugh all these 1rals, and come
out with lots of guidelines.” So I called a small group together — Marc Keirse,
who was an obstetrician and an associate of lain's, now working in Australia,
and a chap called Jim Thornton, my clinical partner - and we went through
this whole data set in a day. [From the floor: In a day?] Yes, n a day, a long
day I can rell you, but it was a day. I remember that it went on into the evening
and Marc came round to our house for supper after. I thought we would have,
say, 100 guidelines, as the book was very thick, but when we vwent through i,
we could make only 21 'yes' or ‘no’ statements. Thar really surprised me, as [

had no idea it would be a5 few as that.

How many trals were there in those days? There would have been about
20 000 trials [Chalmers: Three and a half thousand]. From these 3500 trials,
what do you get? Twenty-one guidelines, which you can say categorically °d
this' or ‘do not do thar'. Even some of these were not com

uncontentious. [he one that worried me most was the ‘y";nrc 13

account most of the guidelines were based on very [.E?_:“'ci:xr't:.v{'n-: ing??] cvidence
and these included the i.lL_i:lrau:.fiur'. o F]rr!!\':.'l.'j-ii'!' sternids in the cuge :)i‘_p:ema_:;u:c
labour. Anyway this was our vield, 21, and we showed thera w a2 bemused
council who approved dissemination. So it was that the guidelines were
distributed to all the people practising obstetrics and gynuccology in the
country, under the President’s signature.”-Of course, as so often happens in
life in our modern complex society, a number of other dissem nation activities
occurred at around this ome. Liam Donaldson, who was then a regional

director of public health, published a commentary in the Brirish Medical

" W0 this published in 4 joiirnal? If so, we would be very grateful for a seference

S N — b oot

ot
=

71
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Prenatal Cofbcosterosds for = Tl ."‘1-c1r‘|.).:||‘.}.- and Mortality

Journal on the use of steroids, although, as we shall see, his was a_nl_‘..ue-h:-ﬂa...l-
[aT stﬁdy.”‘ Then there was a publication from the British Asso:iation of
Perinatal Medicine (BAPM), and in 1993 there were letters in the Lareet." An
MHS Management Executive lemer, EL93 1115, was [also] dispatched in

' Se

1993." There was NIH consensus development conference in 1994 1
there was quite a lot of buzz going on, and [ didn’r realize that my idea was 5o
unoriginal until Edmund Hey made me aware of these other acerridies, bur
there as;-.,ain that's life. So ANYyWaIy We did disseminate gur ﬁui.dtllr.:j: and |
rested myself content.”™ In fact we went on to produce further guidel nes about
communication in maternity services and organizational standards, but those
were studiously ignored. With Lesley Page, Professor of Midwifery Practice at
Clueen Charlotte’s Hospiral, T then applied for a prize from BUPA, whe give
an annual prize to he or she who communicated best during the y=ar.'™ We

7/
:

18k 1
Donaldson (1992). i b

™ Brivsh Assaciario u:"rf'c:inaral Medicine 2% Taschke AM, Ehlin AG, von Krie: R, Bkbom
A, Monmgomery S‘a

offipring. ]| Perinar Med. 2003;31{3):251-6.2%) wom. (1993) oomor Lemeet xescoodiin
[Please suggest appropriate references, oy where these frught be fourid.]

(2002) Marcenal smoking during pregnancy and appetite control in

x - * § . . . i - L =
]i :l:l“' Tl'l-r.“.“'r'ﬂ letrer? By 15 0ot On. e wWebhaile “.'|1||:'_|'| |;5|'5 D-: Pifl"n-:nl: of .'19..1|l|1 Execurmve
Letters it

L LY
htf]-‘--"-r'-\"ﬂ'“'-iH! 31:-*.uk.-'F"-th-"mions.r‘u'.dS-mi:-tEnFZ ettersAnd Circulacs/Exmcutiveler ers/fsfen
{visited 2 August 2005)

" National Institure of Child Health and Human Development. (1994).

" The Royal Callege of Obstetricians and Gynascologists (RCOG) President s Mewalerzer of
December 1992 noted the single-page advice from the RCOG Scientific Advisory Committee
that "Anvenatal corvicosteroid administration reduces the incidence of neonatal respitatory
distress syndrome’, See also note 141, The series of national evidence-based guidelines funded
by the Department of Health, which started in 1996, are much longer documerts than the
green top  guidelines. Far  the current  antenaral  corvivuseeroid  advice,  ses
www.rcog.org. ukfindex.asp!Pagell =73&BookCaregorylD=28BookTypelDa5  (risited 30
June 2005), See alio Mann T (1999} Climseal Gurdeline -:.-':r-:{-- Clintral Guedeline ro Improve
Patient Care Widhin the NHS. Lecds: NHS Executive; Scotrish Intereollzgiate Guidelines
Mewwork. (1999) SIGN Guideliner: An Jntrodurrion s SIGN _.1.._4'.-.':.{-.,4';;};{,:, fr'-_.r the Develspmens ﬁ-_lr"
Evidence-bared Clinieal Guidelines, no. 39 Edinburgh. 1999 i

* For further discussion of marernal care, see Christie and Tansey (eds) (2001}

Taithe " JHS Secter- |

fcierer & correct? |




Prenatal Corbicosteroids for Reducing Morbidity and Mortality

didn't get it, and the reason we didn’t, again quite properly, was thar all we had
done was to propagate these guidelines, we hadn't investigaved vrhar effece they
had. 5o then I applicd for 2 grant o do & study on the uprake of guidance with
Jenny Hewison, Jim Thognton, lan Watr, David Brombole: and Michael
Robinson. Edmund Hey also sent me a paper by a very nice man called John
Sinclair, and in it he 5AYE,

Despite the cvidence of efficacy and cffectivencss of sieroids in reducing

RDS and death rates, the use by obseerricians of antenatal corticosteroids

has remained low by many accounts.™
For example, in the Canadian multicentre trial of neonaral sufactant,
found that many of the mothers had not had steroids. This was in
19905 So the question was what happened after that - did -he 22
following dissemination of the guidelines and the other activities in
199052 Afrer all, if it wasn't necessary to have systemaric reviews, if it wasn’t
necessary to put them into databases, and if it wasn't necessary to show that
they had societal endorsernent, then whyembark on all these ictivities? That
was what our study was designed to find our. We took four guidelines: the
Ventouse, stitching up of the perineum using the correct marerials, antenaral
steroids, and antibiotics in preterm labour. Then we added one on the hoof,
because during the course of the study, Lelia Duley and her colleagues
published a spectacular trial ~ it must be the trial of the 19905 - which showed
thar magnesium was the optimum treatment for eclampsi.™ $o we quickly
took the opportunity of observing the effect of this seminal publication. The

results of the study have been published.”™ There is one thing to say abour

these results with particular reference w corticosteroids and that is this. We
realized, right from the start that simply looking af ngf::ntlh'é.'s} »:‘.f‘g:d given

™ cincair e Mq

i~ . . 3
Canadian trial reference?

Hi-ehiy. the Goreecs’ stlp???] Duley L, Meilson J. (1997} Magnesiumr sulphate in the
treatmnent of eclampsia @ pre-eclampsia: an overview of the evidence from andomired trials,

Hﬁhﬁ/\( ] M~

JFx_. i’-f: HLM 2
16957,
e

l‘:.-:._._'__.'__._.—-—"




preterm birth to see whether or not they

to give the n'g,ht information. This woul

Fajj:l,l;,}": because nor all women whe B it naturely would have had
! L .5 3

indicators for steroids. What we really pé SPIPTEIL T T
~the-propertionid] of women receivinglsteroids (a) who were recognized to be in

preterm labour; (b) in whom birth was not so immenent as 1o negate any

i]::ssihl: ]‘Jl:nn::ﬂt: and [-r_‘ j‘.ﬂ"{;.hl;fr"u there were no contra-indications.
= e

The same situation arises in the audit of treatment of people with a heart
arrack.™ We know that one of the tenets of good care if you are haviag a heart
artack is that you should be given aspirin and a clot busting drug like
streptokinase. Some studies have shown that only 50 per cent of people who
had a heart attack received the clot busting drug. But this gives a coasiderable
underestimate of proper care, because the clot busting drug can only be given
for a short period of time after the onser of pain (a2 day or so0). Futhermore
some people do not have clear evidence of heart artach on admissio 1, such as
raised ST segments on the ECG. The clot busting drug can have some nasty
side-effects (brain haemorrhage) and it is properly withheld in these cases. So
you need to look ar people who have presented with clear feature: of heart
arrack, not those coded as having had a heart actack

We took a lot of trouble and your money to really make sure that the people
who were judged not to have received antenatal steroids should have 1ad them.
What we showed in respect of all four guidelines was a massive change in the
uptake and if you have got a copy of the paper you can see it in the praphs:'™ a

massive i:hll'lgf i F]’i:‘.’[ilc.l: in I|ir'|13_' with the evidence over '[Eu; PETIOL -_|f- l-\..l;t_1_|'_i',-'

2 E . : .
[1988-96]. So the notion that the doctors do not use the evidence is no longer
true, there is massive change.

Now is it perfect? No. With reference to steroids, for example, only 8) per cent
of eligible women reccived the correct treatment, so there was a 20 per cent

" For details of the streprokinase trials se« Reynolds and Tansey (eds) (2005): 93-112

[, P
Wilson 2, (2002). See Figures 1-4 on page 178
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Frenatal Conicostersids for Reducing Maorbidry and Mortality

shortfall. On some of the other standards, it's more like 70 per cent
compliance, so there is suthwork 1o be done. I am not saying everything is
EJI:rIFE:n And indeed, when this result was published it was carried in a
newspaper, the (Muerver Fthvind, J|:.1m¢ﬂ-l_ revadt— The resul: can be ‘spun’
either way. But one l'hlng that it did show was the amount of C|]3HE¢ in lire

with the evidence.

since | have titivared you, | will mention magnesium as well. Within a year of
the publication of Lelia Duley’s study, magnesium use improved from zero to
80 per cent of women in this country. Thar was without any guidelines. But it
wias a particularly powerful study.

I bave one last thought to leave with you. The whole notion of diffusion of

|nf1:u:mau-:~n nto a cu"nm'..mr'.' of {'h]}E"’.S. is one that has '.‘:u:t1 studied for a |_|::|r'|_Fr

ume Ii und.-tr;.urrd thar it 5mrer:ﬂ1mo tucmlngms R} an andGross, who Please

wrrc h‘mka::g at fl-u, upl:akc af effective: 1grrru]mps pmc.:cu amonig farmers back i .
highlighted

in’ the. 1"'}3[7'5 Lah',ﬁ a'man-called Bverer Rogers at az,’s:d the ﬁr:gmal RS

‘diffusion curve' in terms of communications theory, 5howm§; that some Pﬂ:m.e has been

are wvery avant-garde and adopr a new method right away, sume are in the altzred o

middle ground, and then'a few laggards, who ate very:slow to take it yp.”™ | suit the

Now you can think of that in two ways: one tends to be thoughe of in terms of st

a particular technology: are the farmers using the latest and beit fertilizer? are

the obstctricians using the latest treatment for a particular condition? That's

one way: the diffusion of a specific technology. But, of course, underneath all 1‘53"’1'1/:.

that lies an epistemological issue: what is perceived by the sociery of experts,

the society of farmers, or the society of obstetricians, s constituting

-

" Observir picce? Was the publication of the Leeds U Infversity marerniey sudit in 2002 was
'n]lnwﬂcd by a Sunday newspaper picce?

" Ryae B, Gross N C. (1943) The diffusi of hybrid corn in two lowa communities. Rural
':Mmbg} B: 15-24.

" Rogers E M. (1962 Diffusion of Innovaridnr. New York, NY: Free Press, Fourth cdn, 1995
dee alio Rogers E, Shoemaker F. L1971}, Communicarion of fmnovations. Mex Yock, NY: Free

) Ji hk
L e f"%ﬁl‘.




Prenatal Corticosteroids for Reduecing Morbidity and Maortaiy

Universicy of Auckland, in 1%
s,perial.iq’mg in F.n."tnrrl.nnin_;rl_v and Fetal
Physiology. His most important
discovery was that the time of birth was
controlled by the fews, not the mocher

Professor Richard Lilford

Phd FRCOG FRCP FFPH (b. 1950)
was ‘Consulmnr Obserrician and
Gynaecologist to Queen Charlotee's
Heospizal, London, hefare moving o the
University of

of Ubstetrics and Gynasealogy and
Chairman of the Epidemiology Research

cad of the Divinion of Primary Care,
Occupational Health and Public Health
in the Medical School of the University
of Ri.rmmghnm 5 HOas He s also
I the Pacient Safery

parrment of Health in England and is
Director of Research Merhods

Miranda Mugford

19555, an cconomist and
health sergices researcher, joined the

Manonal Nesinatal Epidemiology Unit ar

(UEA), since 1% and Chair
ey of the Camphbell and
Codirane| Collaberation Econormics
Methods Toup Her :nl.lEi.iH.l inteErest Lieg
in methods used in economic
evaluationg, especially how methods for

sratemats veview of lteratuee can be

1:1rnr|'-nr:1.r:d into economle esaliearon
techniques. Se¢ Macfarlane and Mughord
(1984)

Mrs Brenda Mullinger

BSc (b. 1949), an Txx, joined
international clinical research, based in
the UK lﬁl__i_!t_g‘ﬁ :1].?.'&,{“1:-. ".P:c:: and
subse uently Canads q_ﬂ_ﬁ%‘glﬁfﬂg
Eﬁ?ﬂ"‘ She co-ordinared the: UK RDS
trial in the 19705 [E‘EE@E‘] On her
return o the UK, she mowed nro
medical writing and editing, vrorking as
an independent freelance befere joining 4
healthcare communications apency. See,
for example, Mullinger (oo).

Professor Colin Normand

FRCP HonFRCFCH (b. 1928) trained
in pasdimerics at the Hospital for Sick
Children, Gresr Ormond Steeer,
London; Johns Hopkins Hospital,
Baltimore; and University L.|:|::'Er‘
|.'|.r.|-:]:l'.!a|. London, berween 1759 and
1971, He was Professor of Child Health
ar the University of Southampton from
1971 wo 1993 and Diean of M edicine
(1990-1993). His many pubiications in
the neonatdl figld have maink- related o
the absarption of lung liquid in the
neonatal |'.'.r|1v; and to the bin:itemiaur wof

pu Imiona Iy S factant.

Professor Ann Oakley

PR (b, 1944) _i-:llmti: thie MNational
Perinatal Epidemiology Unit, Universivy
of Ouxford, as Consultant in 1979,
becoming 2 Wellcome Fesearch Fellow
the following year, and was a spainted
Senior Research Officer in 1983, She
migved 1o the Thomas Coran Hesearch
Unit, University of London, o 15985 a5




The Wellcome Trust Centre
for the History of Medicine

at University College London

24 Eversholt Street » London * NW 1 1TALD

www.uclacukhistmed « +44 (0) 20 7679 8100

Dr Jerold Lucey

Editor in Chief, Pediatrics

University of Vermont College of Medicine
Given E203

80 Beaumont Avenue

Burlington

VT 05405-006

LiSA

11 March 2004

Dear Dr Lucey

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2pm-6pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15" June 2004, from 2.00pm ~ 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1. Dr Edmund Hey has kindly agreed to chair the

meeting and Sir lain Chalmers is assisting us in the organisation

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events o1
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinictans and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the ime?”, “Why did things happen the way they did?”

his is a particularly fruitful way of generating interest in, and providing matenal sources for.
the study of significant events in recent medical history. 1 attach a copy of the introduction to
the first volume of our published transcripts, which will tell you a little more about these
seminars, and 1ists our recent publications to illustrate the range of topics we cover.

]
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Sir lain Chalmers has suggested we invite you to this meeting, but unfortunately we do not

have the funds to assist with travel from overseas to attend. I'm therefore writing to let you

know of our plans, and 1o emphasise that if you happen to be in Britain at the time, we would

be delighted 1o have you join us

It really would be a great opportunity to document this obstetric success story. | look forward

10 hearing from you and do hope you will be able to accept this invitation,

Yours sincerely

%n{:...;_ﬂ- Co L ——
Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tanses

alls.
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The Wellcome Trust Centre
for the History of Medicine ==
at University College London [U(CIL

24 Eversholt Street * London = NW 1 1AD

wawe el ac. uk/histimed = 44 (03 20 7679 2100

Professor Sally Macintyre OBE Dr Daphne Chnistie
Director Lohresticlin

MRC Social and Public Health Sciences Unit

University of Glasgow

Glasgow G12 BO)0)

Scotland

25 March 2004

Dear Professor Macim by =

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal eorticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm - 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group 15 orgamsing a

— LT | [ el A . T g (RS . |
Witness Seminar on ‘Prenatal corticosteronds for reducing morbidity and mortality associaled

with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir Iain Chalmers is assisting us in the organisation.

Sir lain Chalmers has recommended that we invite you to this meeting and we would be

delighted to have you joim us

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events o
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?”
T'his 15 a particularly fruitful way of generating interest in, and providing matenial sources for,
the study of significant events in recent medical history. 1 enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these

seminars, and a flyer of our recent publications to illustrate the range of topics we cover,

Continued |’.|'__; 2
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We are in the process of inviting semor scientists, climeians, and representatives lrom

relevant organisations to atlend the meeting and hope to promote a lively discussion

We will be providing further details in due course and would particularly appreciate, at this

stage, suggestions of possible participants
[ look forward to hearing from you and do hope you will be able to accept this invitation

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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MRC | counerr

Dr. Daphne Christie

Senior Researcn Assistant to Dr Tilh Tansey

The Wellcome Trust Centre for the History of Medicine
At University College London

24 Eversholt Street

London

NW1 1AD

26™" March 2004.

Dear Dr. Christie

The Wellcome Trust’'s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm hirth

Tuesday 15" June 2004

Thank you for your letter inviting Professor Macintyre to the above meeting, Professor Macintyre
is at present on sick leave, and is not expected back at work until around the beginning of May. 1
will, however, pass your letter to her at the earliest opportunity.

Yours sincerely

Fiona McDonald, Personal Assistant to Professor Sally Macintyre

e-mail:fiona@msoc.mrc.gla.ac.uk

MRC Social & Public Health Sciences Unit, 4 Lilybank Gardens, Glasgow, G12 BRZ
Tel: 0141 357 3949 Fax: 0141 337 2389 www.msoc-mre.gla.ac.uk

A Research Unit supported by the Medical Research Council and the Chiel Sclentist Office
of the Scottish Executive Health Department, at the University of Glasgow
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Research
MRC Council

Dr. Daphne Christie

Senior Research Assistant to Dr Tilli Tansey

The Wellcorme Trust Centre for the History of Medicine
At University College London

24 Eversholt Street

London

NW1 1AD

1* April 2004.

Dear Dr. Christie

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

Further to my letter of 26™ March I have now had a chance to speak with Professor Macintyre re
your invitation to her to attend the Witness Seminar on 15" June. I'm afraid that Professor
Macintyre will be out of the country on that day and therefore unable to accept the invitation,

Best wishes,

Yours sincerely

Fiona McDonald, Personal Assistant to Professor Sally Macintyre

g-mail;fiona@msoc.mrc.gla.ac.uk

MRC Social & Public Health Sciences Unit, 4 Lilybank Gardens, Glasgow, G12 BRZ
Tel: 0141 357 3949  Fax: 0141 337 2389 www.msoc-mrc.gla.ac.uk

A Research Unit supported by the Medical Research Council and the Chief Scientist Office
of the Scottish Executive Health Department, at the University of Glasgow
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Dr Jonathan Mant Dr Daphne Christie
Dept of Primary Care & General Practice d christiei@uc.ac uk

Primary Care Clinical Sciences Building o | = '_:-_'ijr"’:i 4

University of Birmingham Faoe: +44 (0) 20 7670 §163

Birmingham B15 2T]

19th March 2004

Dear Dr Mant

The Wellcome Trust's History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated

with preterm birth’ on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair

the meeting and Sir lain Chalmers is assisting us in the organisation

Sir lain Chalmers has recommended that we invite vou to this meeting and we would be
delighted to have you join us.

Ihese seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an andience of historians. scientisis, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the ime?”, “Why did things happen the way they did?”
This is a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. 1 enclose a copy of the introduction
to the first volume of our published transcripts, which will tell vou a little more about these
seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinigians, and representatives from

relevant organisations to attend the meeting and hope to promote a lively discussion.

We will be providing further detals in due course and would particularly appreciate, at this

stage, suggest ions of |'|-:'l.xr~i ble i?;l]'liuipilnln.

| look forward to hearing from you and do hope you will be able to accept this invitation,

Y ours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

ENncs.
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24" March 2004

Dr D Christie

Senior Research Assistant
The Wellcome Trust Centre
24 Eversholt Streel Hesl of Do pasrimea
London Richord H

MW1 1AD

Dear Dr Christie,

Re: Wellcome Trust's History of 20th Century Medicine Group Witness Seminar: prenatal
corticosteroids.

Thank you very much for your invitation to attend this meeting. | would have been very interested
in taking part in what sounds a really fascinating piece of work. Unfortunately, | am examining on
that day, which is a commitment | can’t avoid. During the early 1990s, | was involved in some
work in Oxford, which was aimed at increasing uptake of this therapy. For your interest, | enclose
a copy of the three publications that arose out of this work

I am sorry that | am unable to join you in June, and | wish you well with your wark,

Yours sinceraly,

Dr. Jonathan Mant,

Senior Lecturer,

Department of Primary Care & General Practice
Frimary Care Clinical Sciences Building,
University of Birmingham B15 2TT

Tel: 0121 4142657

E-mail: j.w.mant@bham.ac.uk




Fhe Wellcome Trust™s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortalin
associated with preterm hirth

Iuesday 15" June 2004

200 pm — 6.00 pm

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = MW 1 1ALD
www.uclac.uk/histmed = +44 (0) 20 7679 5100

Professor Miranda Mugford Dr Daphne Christie

School of Medicine
Health Policy & Practice
University of East '5.215'|I.L

NORWICH NR4 TT1

i ] Mavai B 1
200 February 2004

Professor Muglord

The Welleome Trust™s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2,00 pm — 600 pm

I'he Wellcome Trust Centre’s History of Twentieth Century Medicine Group 1s orgamsing
Witness Seminar on *Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth® on Tuesday 15" June 2004, from 2.00pm — 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW 1. Sir lain Chalmers is assisting us in the

organization of the meeting

Sir lain has recommended that we invite yvou to this meeting and we would be dehighted 10

have vou join us

These seminars address issues of medical-historical interest in the latter hall of the twentieth
century, focusing on British contributions. We invite witnesses of particular ex

den a'|'!i1lll-{|ll‘~ to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of lustorians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?
This is a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. | enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a httle more about these

seminars, and a flyer of our recent publications to illustrate the range of topics we covel
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We are in the process of inviling senior scientists, clinicians, and representatives from

relevant organisations to attend the meetng and hope to promote a lively discussion

We will be providing further details in due course and would particularly appreciate, at this

stage, suggestions of possible participants.
[ look forward to hearing from you and do hope you will be able 1o accept this invitation

Yours sincerely

Dr Daphne Christie
senior Research Assistant to Dr Tilli Tanses

ENnes




School of Medicine, Health Policy and Practice

University of East Anglia

Dr Daphne Christie
: g B MNorwich NR4 7TJ England

Senior Research Assistant

The Wellcome Trust Centre Telephone
016803 456161

Lmiversity College London
e 3 Direct Dial 01603 593583

24 Eversholt Strect
LONDON Fax
NWI1 1AD Al S

26 Feb. 04

Dear Dr Christie
[hank vou for your invitation to the Wellcome Trust’s History of 207 Century Medicine Group
Witness Seminar on prenatal corticosteroids on Tuesday 15 June. [ should be very glad to

attend.

[f wondering why things happened as they did, you might consider the role of public health and

health commissioning in the process of adoption of the treatment, as this “technology™ amved in

that arena during the time of the purchaser/provider split in the NHS. | am not sure who to
recommend as a witness, but suggest Dr. John Gabbay might provide interesting msights. He1s
at the University of Southampton.

With best wishes

Yours sincerely

MIRANDA MUGFORD

Professor of Health Economics




The Wellcome Trust Centre
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at University College London  TJCIL
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Frofessor Miranda Mugford Dr Daphne Christie
School of Medicine '

Health Policy & Practice

University of East Anglia

NORWICH NR4 711

26 April 2004

Dear Professor "~|I.:'1l.'ll'|.|

1 'y i "Twentie ' I wine G

Ihe Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

e =11

lwesday 157 June 2004, 2Zpm-bpm

1 1. el - : 1 . R e Ear et Iy I
We are delighted that vou are able to attend the above meeting and are | Yy o lell vou thal

plans are proceeding well. A copy of our publicity matenal 15 enclosed and 1 will be sending

vou a draft programme 1n due course i att ble at the meeting

147 11 & 1 aa i 1 1 3 4 i -
We will be asking some participants 1o “start the ball relling™ by saving a lew words on
S ¥ ey . '|'I : i Friis - Tk Tand ....l s “q1 - - il | i'l e
Speciiic subyects, as we IKC 10 prme a iew people o lead o6l 1ne disCussions, aiiinougsn (Ner
will be aminl TEEE1 L ~aniribute il siehout the meetine Wi o iy 1des o
NEE e aRAEL] i (11} b Lk LI 1 RS RILVRER LY FELK A p=4 LILy o | b

will be ample opporumty o contnbute throughout the meet WL 1 : 0
overheads at the meetings, as we wish to encourage informal interchange and conversation

1 'l - 'l I i i i =" L= . il |-|.| 1 -
If however, you would like any material to be available to the audience, we could photocopy

AUram or artic |'.' 1or you, .I’.il.l |L'.1'-.'L' &l ..'l||'|'- on eVery Lh.lfi.

Please do not hesilate 1o contact |,'i[||;,'| |||".*-.\'||.l.'ll s W '.'IILl_'-. Eutner 020 7679 8106 1f vou

have any queries prior (o the meeting
- - s T
We ver much ook forward to SCCIng you @i the meeting

Yours sing l\'l'l.'l_'-.

pe

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

ClTle
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * Lopdon = NW 1AD
www.uclac.ukistmed » +44 (0) 20 7679 5100

Professor Miranda Mugtord Dr D
School of Medicine, Health Policy & Practice i

Liniversity of East Anglia
NORWICH NR4 7T]

2 "'.1.|_-. 200

Dear Professor _"n.‘l.l:_'l-. ird

Witness Seminar: Prenatal corticosteronds for reducing morhidity and mortality

associated with preterm birth

Venue: Franks 11, Mezeanine Floor, The Wellcome Building, 153 Euston Road, London MW
Tuesday 15" June 2004: 2,00 pm - 6pm

We are delighted that you are able to attend the above meeting and are happy o iell you that plans fo
the meeting are proceeding well. A copy of our publicity material has been sent o you under separate
cover and [ am now enclosing a drafi programme. A full anendance list will be available at the

meeting

We would be very grateful if you would be prepared for the Chairman to call upon you 1o say a lew
words, for about 5 minutes, on "Cost-effective analyses’. We like to prime a few people 1o lead off
the discussions, although there will be ample opporiunity to contribute throughout the meeting. We
do not show slides or overheads at the meetings. as we wish to encourage informal interchange and
conversation. [t however, you would like any material to be available to the audience. we coul

photocopy a diagram or article for you, and leave a copy on every chair

The Wellcome Trust Centre for the History of Medicine at UCL will reimburse your trave
second class, preferably an Apex or Saver rail fare and/or underground fare supponed by
receipts. Please note that University College London will reimburse your travel costs
class, preferably Apex or Saver rail fare, underground ticket or taxi only if supporied by
receipls. They are inflexible in this matter.

Please do not hesitate to contact either mysell or Mrs Wendy Kutner 020 7679 8100 11 you have ay
quenes prior o the meeting

Please note that informal drinks will be served immediately after the meeting, We look forward 1o
seeing you on the 15 June

"lll TS SHCET -.|

y 3 0 % =
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Dr Daphne Christie
senior Research Assistant to D Tilli Tansey

Phee Wellcome Trust Centre for the History of Medicine at University College London is funded by the Wellcome Trust
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Wendy Kutner

To:
Ce:
Subject:




Wendy Kutner

From:
sent.
To:
Subject:

Follow Up Flag:
Flag Status:




Background material
Prepared for Wellcome Trust's Prenatal Corticosteroids
Witness Seminar
15 June 2004

Economics and healih care decisions
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Economic evaluation in health care
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Economic evaluation of neonatal intensive care of very-low-birth-weight
infants.
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f'.rl'lf?h'f'('r-l'_lfn.l' Wellcome Prenaral Corticosteroids Witness Meeting 15 June 2004

Figure |
Matrix linking effectiveness and cost
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v = recommended experimental
treatment
X = recommended control
v X= neutral
? = not enough evidence
| |= judgement required

Compared with control treatment,
experimental treatment is:
1. more effective

of equal effectiveness
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insufficient evidence to judge

less costly

of equal cost

more costly

insufficient evidence to judge




The Wellcome Trust Centre
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Professor Miranda Mugfor Dir Daphne Chrstie
school of Medicine
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wor Mugford

The Wellcome Trust History of Twentieth Century Medicine Group
Wilness Seminar: Prenatal corticosteroids for reducing morbidity
and mortality associated with pretern birth

May | say on behalf of The History of Twenueth Century Medicine Group and the co

ir I ol T | 1 3] sgslng r
oreaniser, how erateful we are 1o you for your contnbutions (o vesterday ' s meetng I

I T * " . i thak v P v ] " . 1 ' b i B
really was a splendid occasion, and we hope that vou enjoved it as much as those ol us

wl s o
WRLLE WETE ODSCTY T

As mentioned in previous correspondence and at the meeting, the taped proceedings of
the meeting will now be sent for transcription, and we hope o have a draft manuscrpt 1o
send you in about six months time for your comments. Ultimately we intend 1o pubisl
an edited version of the proceedings, and you will be sent a copyright assiznment form

and final proot betore publication

Y ours sincerely

D Daphne Christie
Senior Research Assistant to Dre Tilli .t.:li'l'&l'_'t

g London s funded by the Welleoame Tiist

s courtesy Welloome Librar
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Dr Daphne Chnstie

Wellecome Trust Centre for the History of Medicine at UCL
210 Euston Road

London NW1 2BE

3 Jan 2005

Dear Daphne
Thank you for sending me the draft transcript of this witness seminar. I have marked
suggested editing in the document, and hope this is clear enough. [ have suggested

four references to make it easier for anyone who would like to follow up what [ said.

(n page 61, [ felt that | rambled somewhat, and so have suggested shortening the text.
I'm willing to discuss this.

| attach my short biography.
| look forward to seeing the next proof version,
With best wishes

Yours sincerely

SR L

Miranda Mugford




Prenatal Corticosteroids for Reducing Morbidity and Morealiny'

HE}".‘ [ think we had berter draw this to a closure. I want you back in
say 15 minutes time, because we haven’t got as far as we should have,
Death isn't the (m|:,-' OULCome, there are cost-benefics dpart from thar

and we must move on [ chink.

TEA BREAK

Dr Hey [not recorded].

Mugford: My background is a degree in economics. | graduated from.

the—tniversity-of Stieling in 1972 and—<he relevance of that is—that ALY
olid n't: ' -

health economics as a discipline eida-cfehes exist. | think the first

Penguin book of J'q.'ﬂi;{illg; for students of health economics was

published in 1972 And I looked-at-it-and wished that Hhad studicd

~health—economies. There wasn't at that stage evea a postgraduate
-LAE.{-A—EF{L'I' By L L
training in 4. I finished my economics quite disillusioned with the

subject, because it was very much centred on the formal economy fhat-
- . : <
m—abeut hew people trade goods and services using the money

méchanism and-adjustments-of it through the public services as a

method. ||5-q, [ tinished-a :"‘-";1?-[1‘:1;‘; in Money Economics—and—then
™ .’l..r‘m[hﬂ,"}jﬂﬂ

—dabbled-a-bit 1ri\-11ri~t 0f ek L-;ﬁu}mu_a rescarch and-had-—seme

A
chitdrern And 1']'1['-: s ery pu:_iwﬁﬂ*ﬂ mdu]"-imr and I shall g.u.:.m,.hu I

joined the NPEU in Oxford, the National Perinatal Epidemiology

Unit, as a researcher in statistics, medical statistics, with Alison

&{\C -;__;,;,:__l--d_f]!‘\-é-L r_}-i L'l l:"-:-;;— ,fl-\-.,ﬁ"‘nl";.r'\-._.! & el Fh
o d;-:_.-,_.-,_.i £ :ﬂ"l(.-:Lfﬁ'ur S wl e Wy ;'_r-_E-"I .T-'n.d" .:"J

Stirnds | _]
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Prenatal Corticosteroids for Reduc ing .".1-:|.r|,~||,|i|;}' and Muortality
eFarlarre but also to work in the unit on other topics, including on
incorporating economics alongside randomized trials with Adrian
Grant, and this very new notion of building economic evaluations
using evidence from syntheses of evidence of effectiveness, building
on the work that Iain Chalmers and others were pioneering in the
Oxford database of perinatal trials as it became bur wasn’t yet when 1
first joined the unit in 1981. So I think carly in the time, in the early
I"‘-r"tnr »L,r"-'a..n,_g
1980s, when I was still working on the book with Alison Me
of statistics of pregnancy and childbirth, lain Chalmers asked me to
keep a file in my filing cabinet on neonatal intensive care, because it
was an issue that was rising in the health services and it was going to
be of certainly economic importance. And so 1 did. At thar time
health economics was emerging and that’s another whole historical
-#-
story which has been dcrcmmmui nlms here, but my connection with
it was TKJ.“‘.’ that Alan "'u"'». E]]mn u|1ug{lu; Lruﬂ_w.:j at York who

[Trrad @ F e - T c'!"-buum&wrlrfm;ﬁ_}
fretofie 44— [Wﬂhthh was th, mllr‘ldlnt* father,in the U }ijwamd the unit. I think

s A
he was examining a d]rc.wrnlr!nn in lem'r.l with |;1|nJ.;1mi [ asked him
how did T qualify as a health economist, he said what you have to be
able to do is if you are a graduate economist and you can stand up
and say that in front of a bunch of doctors, you are a health
economist. 5o I girded my loins and just worked c:n mhjcr,-u that
seemed to be relevant to our brief in the NPE [K\m th muuhlﬂa
enthusiasms of people within the unit, including the systematic
review nt"a[-:rnidﬁ:-'r‘h-ic-h I Iurtw:nhur;l :hinkjti]c day when the results
were being worked through by Patricia and Tain"and the coffee room
was buzzing and this was very exciting. So thar was before it was
) ) £
published. At the same time I was host and supervisor to a series of

students from York where [l'lL"'}' had a new health economics master's

-{ﬂ f‘ﬁ“‘*‘ul..,—-’._.z‘l

)
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i
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Prenatal Corticosteroids for Reducing Maorbidiny and Moraliny'

degree and they looked for placements for their students during the
summer to do diﬁ.\ﬂrillEiEJTH*—Hﬁ-&I@rlﬁ: of them, Jﬂrm_'s Picl'::}', came to
me and his topic was to work on the economics of antenatal
corticosteroids and he did some observational work in the neonatal
unit in Oxford to try to assess the costs of treating babies at risk of
preterm delivery and eligible for steroids. In fact, the surfactant
question was also, I was going to :-i:.}].’r!‘rlll‘.lh!-ll'lﬂ Lll:'ﬁllnL{l at that time.
T Choadmes '
And so he and I with ]-.tiﬂhwrmc a paper which was a modelling
exercise, a very, very simple decision modelling exercise, based on
different assumprions abour initial birth weight and mortality risk,
based on the cost data which James had g;l[hul'ud for his dissertation
and based on the evidence of effectiveness from the systematic review.
That was published by Archives of Disease in Childhood, having been
rejected by the British Medical Journal. That was ]‘mh]i:i]‘l{d in 1991, 3%
-thinde—1+990, it was after the systematic review. So as far as [ am
concerned, that wasn't quite the end of the story because the Oxford

(A Tooetan i ) 7on | viom -

Regional Health Authority '-‘-'HSJ{;Eﬂ.‘lllrlg_ﬁ]'.cw;!l'-:.‘h into practice UC =

—. —_

programme/esip. We are going to hear more about that I think. (ﬁ,ﬂ )
: & going ..

One of the things [ was asked to do by the public health doctors was
: £ sl :
to model what would be the impact in the fegion of this particular "{

policy of increasing uptake beyond current uptake, which I think we
assumed :;nmfn'ariwl:.' to be abour 10 per cent, I can't remember.
We worked out that implementing the policy in the Oxford region
might re not only reduce mortality, but also reduce costs of
neonatal intensive care after paying for the drugs, which were not a
great cost to the health service, and that probably it would be in the
region of 10 per cent of the cost of neonartal intensive care for “”‘?"‘5
e (T el s huae
babies? Although when [ ralked to the finance director in the Health
A
. ) - "
%‘ {f ey = | [ (Cest u.'mrn".:cnl.'{rn_ﬁ of "["ftl'f""
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- ud :
Pauthority, as it then was, he was a bit dismissive and he said well if

you cannot tell us how many cots we can close, it's not really very

M

’ oot

interesting to us, because those paediatricians will just fill the costs
l : : - _ ;

anyway, they will put someone else into them. I said well that's not

the point of the economics. The point of the economics is that if you

% botler Wiinlhy
can do nmrtﬁ:lth what you have got, it’s;a betier thing to do.

Hey: Yes, your study came in just when if you didn’t give steroids you
H't-lghl: have to end up gi\'i[]g surfactants, and surfactant was £250 per

ampoule, wasn't it?

Mugford: I think it was more than that. Up to £600.

Hey: And it has still not gone down. So you did it at exactly the right

time [ think.

| dont Ihink | dsagued it Doty |

- Mugford: Mg, There’s just one other thing which I think Mary Ellen
Avery referred to, and Patricia too, that the analysis we did was quite
unsophisticated, but we did make some effort to model the impact in
the smaller babies and the more preterm babies, and in that case there
o N diatn T . ] )

ISN'ta pn‘dlttcd cost saving. One of the problems we had with people
M =
was the assumption that that is not then cost effective, which isn't

true¢, because society has shown thar it is willing to pay for neonaral
] . ]
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Lo
care, and shey—are willing to pay for the benefits of having survivors.

So it’s not just thar I:hr;}' need to save moncy, it's that there's a
L : ‘ e en
willingness to pay for the benefits sad—ihac=a can go beyond the
straight evident cost savings. But it's just ridiculous that anyone
hi]{lllEf_E Just Nnot ]Ul:ll:'i art IE'.I|‘|.|:EEE]]‘|”|'[]|H['11 IT§ NOT VEry t:!:\h][]”:].l'.ll'l.: (8]
M )
look at areas where in fact there is a win—win situation. The exciting

. e ety
academic work all goes on at the fringes of where benefits perhaps
l

: LY
rmg]n: not be worth the costs.

HE}-’: [ have been alning‘ a little bit of economic work IH_‘."Hi.‘“- |'-;:L'r|1r|l1.'.
i'lf'.ld :'.'EH] ]ll.':'lli.-".LH 1J§.C[]L]|'Nk'~ 1]1;]1 i'l".:l::ll'l'.'i::ll i['l.fl.'rlf‘-i'\'l.' CAlC i.‘\ ['I':.'ilr!:'." :1” 1.]'“-.‘
costs of the doctors’ salaries, and what part isn’t the cost of the
doctors’ salaries, is the cost of the nurses’ salaries, and that’s what your
treasurer means when he wants to close a bed. He wants to be able to
use actually fewer nurses, and those are the driving costs which put
most of the other costs into a secondary league. Last time [ looked at a
hospital budget for a neonatal intensive care unit, and that unit has a
lot of expensive drugs in it, it’s still only 10 per cent of the annual

budger of the unit.

Gamsu: [ agree with you. The cost of anything is almost always
invested in the cost of salaries, particularly nurses of course, because

they have to be there all cthe time.
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Hey: And at night as well. They are now expected to have only one

baby in their care.

Mugford: We can say that over the last 20 years the resources devoted
to neonatal intensive ca I'c.',(}-'uu have had a different seminar on this

subject, and I haven't looked at the living witness results on thar

: 2. ;
seminar, biss haverg incredibly expanded and there are very, very

many more nurses, doctors, ventilators and techniques for the care of

preterm babies than there were 20 years ago.

HE}": [ [hiHL\l Wil .'ih-i:l” move H[rili:.:-:!]l oI, .l'l"i'l._':!'l,]";i‘ We !'IIL'I._'{! O Move On
to getting things into research into practice. So I am going to ask lain
just to explain how it becomes that he managed to steal a totally early
and very out of date version of Patricia's meraanalysis as late as 1992,
at a rime when there were twice as many trials involved in her analysis

as you wanted for your logo.

ChaImE’rS: ]1.‘:‘5 "l'ﬂ_']':_h' 1_:‘[:[![] tE]:l[ I]:I[]'iL'i.'; t]:l:.‘\ ;]]l'i_'.l-LE}' di_'ﬁ':_'l';:hl'll. S0OIME U'I.I
the history that I might have covered, but given thatr I am going to be
talking about the Cochrane logo, I might as well start off with Archie
Cochrane, who wrote a book which was }ulhiixhnl in 1972, called
Effectiveness and Efficiency, Random Reflections on Health Services.

read it in 1973, and basically it changed my life. Whereas previously I

had not even been aware of the term randomized control trials, 1 had

I s s F"
¥ R,g:{ mgﬁjﬁwfﬂfﬂ A I""Lvau} &fw{. M -’—FID ;f"rﬂniﬁ/ J":Ilj T Ch
th’b&r{ﬂ"ﬁﬂ& Mumﬁ e ?Fﬂf‘ﬁmnk oy Neenais flu'_’] /) {Fg-rﬁ t‘r{in )
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experience, counts at least, and of course whart the great and the good
around you are saying, your local opinion leaders, counts at least as
much as what we would like people as rational scientists, what we
1|-'|'[:||:|]|'.‘|. !i]’\:c 1]](.'!" [0 usC as C\'iﬁ.]':.'”'i.:tf. T ‘.‘.-'Ul]ld |ikL o I:'IL'.']l' maore Hh‘l]l”.
that interaction berween different forms of evidence in people’s minds

as they develop their policies.

Mugford: I think it's just an anecdote to add to John's point, to the
511'L's1gt!} of it. When James Piercy and I went to the Department of
Obstetrics in Oxford, at the end of his dissertation period, to present
OUr economic r!‘u:-i.lc||'i1'|:.__r_, Professor Turnbull was in the audience and
he was very gracious and kind and very gentle with us as young
researchers, but at the end of all the questions from midwives and

neonatal nurses and house officers, he stood up and i;lidjhur of course

this is ;1%“ cannot remember his exact words, and I won't even try to

d.l] i1. hlll !:IL' \'L'i'}' _!-._’|L'[l'.'1..|:|-' E](:I'l]l'l.'{l. d |'i'H_' 'HI'- L'Ifll(l Watler on il:., |:"I|;_'-:_""|_'-\',j}-.-§_’ Wwe
hadn't taken account of the effect on women, and the increase in risk
of infection in women. And so I bowed to his authority, [ couldn't
deny it, buc I said as far as [ knew the systematic review had not
shown any effect in that respect, but I wasn't confident enough. So
that the general mood of the audience 1 think at the end was that the
authority was that what we had done had been a bit of a waste of

rme,

Chalmers: Alex Turnbull was Professor of Obstetrics in Oxford at the

time. He was also one of the people looking at the maternal mortality




Prenatal Corticosteroids for Reducing Morbidity and Mortalicy

experiences for the report and I know that he was very influenced by a
particular woman who had died of septicaemia, who had received
corticosteroids, and that was | think the basis for his opposition. It’s

right that if you have seen someone have a haemorrhagic stroke after
you have given streprokinase, it makes it far more difficult to say that
this is a policy that we should adopt, because you actually don’t know
which of your patients would have died if you hadn’t have given it to
them. But in fact it wasn’t the case in St Davids. In St Davids they
had adopted steroids on the basis of the trials. This study thar Roger
did was a retrospective assessment which didn't, they didn't take it
up, they had taken it up to a greater extent than University Hospital
of Wales, and that was as you said in fact based on the Liggins and

Howie trial.

Hayward: I wonder whether it might be useful briefly describing

intervention that I led on over a two-year period, which was partly
triggered by Richard’s list of suggested effective interventions that
should be used for perspective audit by obstetricians under the banner
of the RCOG. I will need abour four minutes to describe it. I am
Director of Public Health in Newham, but I am really here because 1
was then a public health specialist in training at Camden and
Islington health authority, and I have known Iain for years, because |
am married to his sister. It took me 10 years to really get a grip on
what he had been going on about, abour evidence. But there’s
nothing like a convert late in life to become a passionate advocate, so
having at last seen the light after 10 years it made me very interested

to know quite why other people were having equivalent problems.
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consultant colleague, Last year thatr woman whose baby got severe
respiratory distress and has survived with cerebral palsy, and this
woman got 4000 euros compensation in an out-of-court sertlement
because I had failed to give her antenatal steroids. The decision by the
protection society and the legal team was that whereas everybody else
might be able to defend themselves against not giving her antenatal
steroids, that {11:}' had seen what I had written about antenatal
steroids prior to 1985 and that I would not be able to defend myself,
So a very, very disabled child, that’s the bottom line and that's what
matters really. But a lot of suffering on the part of the parents, and a
question mark about whether the disability is in fact due to the
complications of respiratory distress or perhaps for a completely

different reason.

Hey: One of the good things was that out of the book on Effective
Care in Pregnancy and Childbirth came a version which has been

widely read h}’ parents doesn't it? Not many other branches of

medicine have pursued it through to thart point yet have they?

Mugford: It follows on from Patricia’s story and also what I was

saying, that the impacts on the economic side thar we measured were

purely the health services facts and many econemic studies are just

cost-cffectiveness analyses from the point of view of the health service

for the efficient running of health services. But the impacr on family

is rerrific and there’s a long-term impact of children with cerebral
Yok

[m]ﬁ}'. We did a study in the ]"-:E’U with another MSec student who
A
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looked ar the cost of babies going home on oxygen. And it was

terrific. Parents gave up their whole careers to look after their children
- the STarm ) ey
and again if we rc{hdﬂmh'm taking account of family and household

impact it would just emphasize the same answer, it's even more of a

bn=-6nn . . : :
win-rim—2) we don’t really need to do the study, but sometimes you

is

have to do the study to have the impact.

Hey: I think I am going to move on, because are almost finished. We
.'1[:]1'“_'(_1. E'I|I'L'L'r|i['lg [”][hL'I.".'L'.‘h wWe I:l'.;l"-"..' d.l"l-H.' .‘i['ll'llL'l.I'lil'lg :._:l]'."d-. .'I.i‘ld W
have now rolled it out, and it's happening, so perhaps Peter
Brocklehurst might remind us that some of the questions that were

posed 30 years ago are still not answered.

Brocklehurst: I am a bit conscious that I have been asked to speak
about current research and where the gaps are in a session which is
about twentieth century medicine. So we are already a bit beyond the
twentieth century in terms of what I needed to discuss, although
hopefully in a few years time this will be history and you can tell me
that I was completely wrong in guessing where we were going to go. |
want just to talk abour some of the issues that have come up to day in
terms of how we are now looking at the evidence that we have gor and
what is beginning to come out. I am going to get onto the issue of
multiple courses of steroids, but there are another couple of issues
which I wanted to touch on, which have been brought up this
111[:r:|‘|in<t;, one of which is the choice of agent that we use for antenatal

corticosteroids. There’s been a very interesting paper puh!ixhud in the
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American jr.lf.u'f:af :{f Obstetrics and f:t]-'u.:'{'r,l!r.rrg]r h}-‘ Alan Jones and

Roger 5::“:, which is looking at the available trials and separating

them into those have used dexamethasone and those that have used
betamethasone, and the interesting thing is there have been no head
to head comparisons of dexamethasone or betamethasone, which have
looked at substantive neonaral outcomes. There have been ones thar
look ar antenatal fetal heart rate tracings that seems to be hugely
irrelevant if they are not related to the outcome for the baby. And
l_h[_':l.' .HLI‘L_'T:_._;L'HILTQ] 1]1.” ]1C1:l[]]ﬂ1]1;!?\|:'|'lll: i:‘i ]‘rl:r-l'.'l—i_ll'.l[ﬁ to ([L‘:*:LIH'IC'[]'I:!.S(H'IL‘.
because the beramethasone rrials compared with placebo have a
marked reduction in the incidence of death, and dexamethasone has
no statistically .~aigniﬁc;1m effects on neonatal deach, although
11|'n|'.|;1]'r|_1.' one of the things they invoked is the fact that the number of
trials using betamethasone is substantially larger than the number of
trials using dexamethasone, and the numbers in each trial are larger.
However, 1]14_'}' have r-.t;;_::.-;n::x[u] soIme hiuhn:;_;:.a_‘;!] p[:lllhihiii[}' of this, and
[ am sure we are going to see a lot more on whar agent we should be
I.I'-ui]'lg and in[uru:&[iu;]}' one of the issues that I:hg'_'..' hrm]ghr up i5
because no drug companies are licensing steroids for antenatal
indications, the ability to get hold of dexamethasone and
betamethasone in the USA is becoming more and more difficulr,
because no company is producing it, because it doesn’t have a licence.
So people are using all sorts of other steroids, porentially, some of
which clearly do not cross the placental barrier and may not be
effective at all. They also raise issues about whether all steroids may be

ﬂ\ LF

Dnc:{[ as intramuscular steroids and also different ways of ::;ix'ing the

steroids to the baby, whether you can give it into..... amniotic fluid

and they will take it, or give it directly intramuscularly into the fetal
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thigh which seems a little bit more invasive than a quick
intramuscular injection into the mother’s thigh. But [ suspect we are
going to see a lot more about the choice of the agent in the future.
We have heard a lot about the long-term follow up of the single dose
of steroids and 1 think that the 30-year follow up of the original
Liggins and Howie trial will be extremely useful and I think we
]_']Tﬂhﬂhl}" ﬂL'L'{! D ‘df] 50me more [:"i.]‘”'i.'l"'.'r' |_|.[."'1 Im |_|.L'|"|. |Uf!g&'1' Crm FI.JHLH'.'
up of the other trials which have been done to try to strengthen thar
L"r'i.tl.l..'”.l..-':_"h-izl..‘;i_‘ ﬂ.h“‘“[ [hl._' ]['I'l'l‘r.:';"tL'r:Tl. [.:E-I'-';'L'Tﬁ |F 1”]]}." to I:\lL' ]'ll.lt,__‘:"l'.'l:'.'
reassured that there are no adverse effects even though the death rate
has been decreased and therefore one might expect a worse outcome

in the steroid arm.

The other issue is one of twins and the ongoing debate about what
you should do with owins and high-nrtlcr births. I was very interested
when I saw the title of a research project that was presented to the

American Journal of Obstetrics and Gynecology in 2002, which was

Ennl-:ini,:l at twins. ['riﬂn'tt'ﬂ'l.'ilc|:¢' it was comparing [‘Il'ur.nh:.'h}l:ric

]TI.llI'[]PlL' i.fl]!ﬂ_'h- l]11};[t_'|'{'!'i.l..13 ‘;‘n"i[h HLL‘H'Ii{[S 'l.'l.'II‘.IL'!'.I l]]l;.! WOINCLn FI['I;.!NI..'['.HI.'{'. in

preterm birth, which showed no difference. But it certainly didn't
elucidate whether the dose that they were using or whether it was
benefiting twins, and we are still, I think I am certain of thar,
a]t]unlg!'l trials of the individual patient meta-analysis at the existing
trials may well take us forward on that issue, if we can ever get the

data or the money to do it.

Finally, I want to just touch briefly on the issue of repeated doses of
steroids which have been brought up time and time again and I think

here there is a bit of a lesson to be learnt. As Patricia said, within a
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very short space of time of us using steroids, we were then splashing it

around with gay abandon and giving it to everybody we possibly

could and often on a weekly basis, ro the point where we were giving

prophylactics, lots of us were giving prophylacric steroids weekly to
twins from 20 weeks, and certainly lots of users were given it to their
n'ipln;:r:; weekly from 20 weeks, unril they get to 34 weeks or the risk of
preterm delivery is not thought to be present. Because of that a grear
amount of effort went into designing a number of trials around the
world to look at the comparisons with a single course of steroids and
multiple courses of steroids to look at the outcome on the baby. And
when we originally thought about this, following your survey of
practice in 1977, there were five rrials that were -:]crﬁgncd. which
would have added up to a total of 10 000 women randomized, yes
five trials around the world, one of which we have already heard
about in Australia, two in the USA, one in Canada and one in the
UK, in Europe, which I was going to be leading for the MPU. I just
want to briefly update you on where those trials are, because I think it
is crucial in telling us whether we will ever get an answer (o the singlt
dose or |1m'.fii]!l+: course of steroids debare. The Lil'lL._’,L.'.H of those trials
was ours, which was the teams trial which was going to include 4000
women and had a primary acumen at age two. We did planning for a
pilot trial, but unfortunately we went to the MRC art the time when
the MRC had no money, you may remember that event, so despite
achieving the highest grade that we could possibly get for the quality
of our trial, there was no money to fund it. That trial now would
almost have been finished if we had got the funding. The Canadian
trial, which aims to recruit over 2000, is recruiting. It was due to

finish three years ago, has got 900. Whether it will ever get to 1900 1
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don’t know because it might take as long again. The Australian trial is
getting close to the 980 it wanted to recruit, although looking at long-
term outcomes 980 is too small. While the USA trial which aimed to
recruit 1000 was stopped early by the Data Monitoring Committee at
500, because they decided it was futile to continue, because they
wouldn’t be able to detect the short-term benefit they wanted to
detect. Then the other large trial of 2500, at the marernal and fetal
medicine’s nerwork, was also stopped by the Data Monitoring
Committee at 500, because they found a slightly lower birthweight in
the group receiving multiple courses of steroids. So it looks likely at
the end of this that we may end up with about 3000 women recruited
around the world in trials on multiple courses of steroids versus the
single course, instead of the 10 000, and I am very sceptical thar in
five years time we will actually have enough to question in terms of
we need o know which is the long term acumens. The short-term
respiratory acumens look as if they may be favourable for multple
courses of steroids, bur clearly that is only part of the question. So the
fact that we didn’t get these original trials into practice very quickly
we are still not necessarily improving on past performance when it
comes o antenatal corticosteroids.

The other thing to mention, I suppose, is in the absence of trials

Ml Eerrra
evidence of long-term acumen and what people are going to rely on is
4 : - S Terng |

observational studies of long-term seumen. The one observational
study with repeat courses of steroids which has been published is from

the western Australian group, which suggested a staristically

significantly in decreased incidence of cerebral palsy with multiple

courses of steroids versus a single course, but a statistically significant

increase in significant behavioural problems among the children who
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Hey: | would just add one thing that you didn’t raise. One of the
issues about which steroids may have adverse effects is that some of
the steroids have sulphides in them, and nobody reads the label, they
think betamethasone is betamethasone. You can get betamethasone
with a sulphide preservative in it and that was what was used in the
French trial, just observational studies. Liggins r‘nalmgnl to choose the

very best steroid in the very best dose and just two injections.

Brocklehurst: I think there is an issue, because I remember the
Canadian study got in touch with us about our team’s trial, and said
how did you get a placebo for your betamethasone, because it's
cloudy and we went it's not. Ours is L‘n[ﬂ[‘ﬁul-;_'?j.' clear. That's because
you are not using a long-acting beramethasone. You are not giving

what was used in the original trial and you never read the original

trial. Because the original trial doesn’t specify what the betamethasone

preparation was and we were using betamethasone which is what was
used in this country, and in the UK you can only buy betamethasone

which is a solution.

Gamsu: This is why of course with the advice of Glaxe we chose the
three-dose regimen to try to achieve the same sort of levels as the 12-
hourly regime that was used in New Zealand and also the placebo
that was used was the vehicle and has the same appearance as the
steroid that was used. And of course there’s a slight caveat abour the
use of cortisone acetate as the placebo in the Liggins trial, in which

way the influence if it did at all, one cannot say.
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Hey: Perhaps we had better clarify that. They used, rather than
h;wing a negarive E'.I]:I.{_'L'I.'J[] in the original Liggins trial, a corticosteroid
which was {;]1[}' one seventieth as pnwcrliﬂ. because it didn't cross the

placenta.

Gamsu: It did cross but in much smaller quantities.

Hey: But by choosing that they had something that looked visually
identical. So one of the good things about the original trial was thar
they were genuinely blinded and I keep on hearing stories about how
the second biggest trial, the collaborative USA trial, is seriously tHawed

because there are ur'.l‘r]im]ini,_: 1551165,

Harding: If I could just comment on that? The cortisone acetate, the
placebo, Mont did actually check its effects on the babies, and in I
don't know how many women, but he measured core blood steroid

il._”'."(_‘lﬁ ;'iﬂd, ﬁk‘_l(,'l‘n.‘n'cd I:!'|:]E il: ]'Id_q’_‘i {]'I.‘.'q'[ ["'n.'.'il'\'L‘ [II'.'(,' l'.:I{:l"uL' E!"I.i'l [E"]L'_'l." ll.!\-L'[{ as

; A :
placebo had no effect on corg blood steroid levels and that reassured

him that that was an appropriate placebo. To come back to Peter
Brocklehurst’s point about how come they chose the best dose and
the best drug. I don’t think we know that they did. Nobody's looked
and almost all of the issues that Peter rose, the repeat steroids, which

dose, which drug, how often, at what gestation, to which pregnancy,
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Dr Edmund Hey: I was always taught that before I stood up to speak
[ would check my references. Most of us haven’t had a chance to
check any of our references, but it may be that after today’s meeting,
some of us will go scurrying away to do just that. I was provoked into
{.'l'lﬂ.il{i[]!c’r up whart the Wellcome History of Medicine people had to
say about Sir Peter Medawar, and his statement that most scientific
papers are a fraud. I would encourage you to read what he actually
wrote, because it isn't quite how it gets quoted nowadays. He gave
that as an unscripted talk, which 1 find quite terrifying,on the third
prn;mm|'nt_'(j.'r.~;i[ was called the third programmegback in l‘Jﬁ%i and
J
since we are in reminiscing mood, I had just started my first job as a
MRC physiologist/clinician/animal worker, working with Kenneth
Cross. I heard his talk on the day and it had an absolutely profound
effect on me. I thought I might read a bit of it, but then I decided I
found another talk in which he was acrually interviewed just three
:r'l;';!ll."i I.;'I.[i_'J--. d':r{.‘“ding [hi‘i-. i.”".d l 'Ehinj-'. wWE "-‘.'i]] COITIC ]T.'!Ct’h'. o EE]i.‘i Al
the end of the day. The issue is what he meant abour research being
fraudulent. I will just read a couple of sentences. The interviewer says,

arising out of your paper is the scientific paper of fraud, which was

:-G{T'r_
o 5 -~ wp HY - . . .
written under the influence of Karl ‘E philosophy, you said it is a

fraud. So how many of your scientific papers have been a fraud. And

he said,

Well, most of my scientific papers have been moderately
fraudulent, but [ would really rather put it this way. I have
never pretended that the research I reported in the
scientific paper was done in the inductive style, that's to say

vou just wander around collecting facts and then you
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suddenly tumble into putting them into a picture. I know I
haven't practised what I have preached, but then I think I

am not the first person who's failed to do so.

What he goes on to puzzle abour is what it is that is the creative
inspirational act at the beginning of that. He comes to the conclusion

that he just hadn't the faintest idea. He says,

All that we know abour i, 1.'-']‘1:1{L"~'::L';?}£ﬁ:%mhc entry of
an idea into anybody’s mind, isn't known consciously and
is something totally subconscious. There’s a piecing
together and a putting of things into the mind, burt the

process by which we do it is torally unknown.

[ am not sure that's true. Sir Peter Medawar was a Nobel Prize
winner, he knew more than most, he made many very brilliant
discoveries himself. Burt [ am guing: to come back at the end of the
afternoon and just ask whether in actual fact we cannot see of the
germs that produced the idea that Mont Liggins came up with. If we
did, we are then left spending most of today realising that grear ideas
are one per cent inspiration and 99 per cent }n‘l'h}tir;ttinn, and 1
suspect we are l_s_"niﬂg to spend the vast part of roday ".'-.'nl‘m{l:ring why
we perspired quite as heavily as we have over this particular
inspiration and why it is that some of us are still mopping our brow

and realising that we still haven’t got things sorted.

I think that we should start by asking Mel who has come all the way

d : : m : : :
from Boston, although I think she's been in the Rhine uniil a few

days ago, to set the scene, because 30, 40 years ago clinicians and

]nh}-siu]:]ginﬁ and animal research workers were much closer lmg::{]ﬂ:r
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than they are often are nowadays. Certainly in the UK. It's very
uncommon that you meeting somebody who spends some days in the
lab and some days on the farm or in the animal laboratory, but you
can tell us the story, because years ago, much of what we understand
now about the lung came from the combination of those interests,

didn't ic?

Dr Mary Ellen (Mel) Avery: I l‘-!'ir‘lg you a EJL'rr-;nn:ll view of the
discovery of (?) maturation of the lung; the preterm, ....has to be
delivered for one reason or another which of course had had an
enormous impact on the survival of some very low birthweight
infants. The story really begins as you have noticed with Mont
Liggins and I am happy to acknowledge the fact that he has been a
MOsE GENErous SUppOricr and friend and we have been in close touch I
say with years ago, not the last decade, but during the 1960s and

1970s, when this story evolved.

[ was asked to give a personal point of view and I will tell you how I

got into the act. The studies of babies were initiated |.1|'gu|j-'. [ think,

in this country, with the Barcroft and Baron combination with

Maureen Young as well and later with Nescia and Bartaglia, who were
just given a big award in the USA for this very thing. I was finishing a
double shift (?) supported by the National Institutes of Health i
1957 to 1959 and then a Marcol (?) Fellow, the John and Mary
Marcol Foundartion in New York would select people for five years on
a reasonably good salary and say, ‘Go do whatever you want ro do’.

Can you im:{gint? ’I'ht_'}‘ even gave the pL‘nplc [ wanted to work with
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some support to pay for my hardware and software and what have
you. So I was set free. I decided to go to the UK, because I had been
associated with Clement Smith and knew that he felt great fondness

for English research and animal research and, of course, that was

ordered within 2 month with Leonard Htrntag, | 1'.-m1_lgh|: Colin

.“{m'm;uikhac]{ with me. | am sorry he’s not here today because he
spent a year in Johns Hopkins where I was then a fledgling
investigator. But we learned some techniques. We set out to map the
course of events in the tlu:*.-'ﬂ]nping ewe, the animal of choice, [ have
often wondered why. I think it's because babies and lambs are about
the same size at birth and rhe equipment you had for one worked for
the other. I don’t know if that's quite true or not, but that’s my
thought on the marter. There's a hiatus here. I began to ger interested
in other things, but the group in the lab continued and the names
that come into mind Florence Moog, a brilliant anatomist,
embryologist who was studying the intestine of rats in St Louis. We
were both members of the same Nartional Institures of Health Study
section, so this was a coffee break conversation. What do you do?
""r"'r.'lr]'l.'!l '[i[] I dﬂ'? HI’[L1 '|L'||5 Imc 'H]H_' can :ll'.:l:':_']l','l—:l[l: Ej]ﬂ,' f’!]:]tll:’:!t]”rl \'.'I'r [I".Il;f
intestine of, I think it was rats, measured by the appearance of
alkaline phospharase. I said, "Accelerated maruration, who would like
to do that?’ Well, that was 1962. Then we said we have to know
about the normal appearance of various enzymes and so on in the
developing lamb. That's when all the people in the laboratory, which
then numbered 15 or 20, produced a paper about what the timing
was of various enzymes and other events in the normal lamb. I
concluded that presentation at a meeting of the Society of

Obstetricians and the Paediatric Society. Mont Liggins was there and




Prenaral Corticosteroids for Reducing Morbidity and Mortalin'

Harding: They truly did start randomizing at the end of 1969 and it
really was the beginning of the trial. Mont in his usual way decided
that the animal studies were conclusive and that they should move on

to trials and when I asked him why it was so short a period, because it

wis {J!"Il_'g.' a few months, berween mncluding the animal studies and

starting the trial, he was convinced that it needed to be a randomized
trial. Ross was very much of that mind and they devised the protocol
together. It didn’t take them long to get the drug. There were no
ethics commitrees in 1969, but the hospital senior medical staff
committee approved all crials. Tt functioned as an ethics committee at
that time, and the hospital medical committee approved it without
further discussion. Mont was very keen to get started, because the
head of department was actually planning a different trial that would

h.'l‘-.'i_' 5]]'{_'E!1]i.|.L'd [II:i.‘\ anc i!llL] .\!E]]'l[ Was :l_‘llil.gl'lg (] :l_‘|L'|. i[] ﬁl"\'l. 1-"-‘!]i\..-].| ]1L'

did.

Professor Richard Lilford: 1 wonder what would have happened if
Professor Avery hadn’t transclaimed that conservation. It sounds from
the way you speak, as though Mont regarded this as a sideline and

there wasn’t a need to pursue it himself.

Harding: In the end he did pursue it, but I think you are right. I
think the interest elsewhere, particularly from Mel's group and the

San Francisco group probably on the effects of steroids on lung
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maturation, not so much rekindled, as accelerated his interest in the
topic, and he ['L'{_‘u:-_:,n'l?.l;d the importance of pursuing this and whar a
clinical impact it might have had. He took Ross along with him,

because it was a sideline for Ross as well.

Professor Miranda Mugford: I am a health economist. I just wanted
ks .
to ask, that time in New Zealand, what was the clinical situation with

- : _
neonatal intensive care? Was lrhil:’rfcrwt states of development in

different countries? Just the background to what was normally done
with babies ar thar gestation when they were born. Whar was the

t"nm]ing situation for their care?

Harding: The funding situation was easy. We had a public health
system and there was no direct charge to patients and that has always
been the case for newborn intensive care in New Zealand. It's fair to
say that the state of intensive care varied around the country. The
Nartional Women's E]nxpiiul was upc!wd in 1964 from memory, but |
would need to check thar, specifically to both enhance the care of
women and their babies and to encourage research in this field. It was
the only intensive care unit in the country where babies were
ventilated and Ross started \'u'fﬂﬂ:ttiﬂg babies in the mid-1960s with a
primitive ....ventilator and started using (?) in the 1970s which was
before Gregory’s publication on (?) because again the link to San
Francisco, both he and Ross knew the San Francisco group well and
had seen the dara before it was published and were convinced thar this

3 : = cpA : B
was a useful thm;; to do. So the :u".:l:"|.‘.!£‘.r Was just hcgmnmg to be used
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follow up happened, and he himself therefore was never righl thrnugh

I think into the early 1980s recommending that anybody else should

act on the basis of their trial alone, and was very encouraging of other

trials. I was asked about the follow up and the NIX trial, which we
will no doubt come to, and the follow up was still going on at the
time that the Auckland trial follow up was completed, I asked Ross if
he knew about this and he said he couldn’t remember if he had
known about it, but if he had he certainly would have encouraged
them to proceed, because again he thought it was important that
other groups replicated, looked under other circumstances, and

checked whar specifically was and wasn’t helpful about this trearment.

Hey: I guess perhaps that it is time that we move on and ask Patricia
Crowley to tell us something of how for the first time the various
trials that did ger done in the 1970s and early 1980s got put together.
But I suspect after that we need to go back over some of these
individual trials and in particular explore with Mel’s help some of the
thinking that went into the USA collaborative trial and how it got

interpreted and how it got analysed. Let’s just have the overview first.

m
Professor Patricia Crowley: If you forgive by starring with a litdle bir

of personal recollection. I first heard about antenaral cure steroids in
an undergraduate lecture in 1974 and it obviously made an immense
impact on me because a few weeks after hearing about antenaral
steroids the first baby I ever delivered as an undergraduate died, a

neonatal death, from respiratory distress syndrome despite weighing 7
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Ibs and being born at 36 weeks, because we didn’t have the kind of
ventilation for premature babies in Ireland at that time. And so
perhaps things were set for being interested in this topic. In 1977 as a
senior house officer in paediatrics, I attended a lecture given by Mel
Avery, a visitor to Dublin, as a guest of the Irish Perinatal Society,
and again the impact was enhanced by the fact that the lecture was
given by a very attractive woman, and that was unusual in those days
to hear a good lecture given a woman at all. But for a woman to be
the keynote speaker and that's probably why I remember it, plus at
the fact that at that rime I was working in neonaral paediatrics and
seeing babies die from this condition. I was working in the National
Maternity Hospiral, which was a very authoritarian place, with a very
necalicric attitude towards any kind of intervention or trearment
except for ones ordained from the bosses in that institution. And 1
counselled a woman whose previous baby had died from respirarory
distress syndrome, and with the paediatric registrar’s we had ro go as a
depuration to the master of the hospital to get permission ro give this
one woman a course of antenatal steroids and that was the first and
only time in a two-year spell in obstetrics and paediatrics that I was

allowed to prescribe antenatal steroids.

[ then went to work in the Hammersmith Hospital in London and in
1978, the public meeting, the follow-up presentation of the Royal

(tn”g‘gﬁ of Obstetricians preterm labour Wul'kin:,; group, where Rob

(#)..... had attended in 1977, and presented a very comprehensive

review of all these results of all the trials that had been done up until
then, containing all the entire 1200 women that had been

randomized to antenaral steroids. This work was p]'q_-m:nh:d in 1978

and [ was fortunate enough to be there and 1 was very impressed by
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I asked him why it was so shorr a period, because it was only a few months
between concluding the animal studies and starting the trial — he was
\":?|'-1"i|'|\'|-..'||1 |!"l-'ll' 1 !'Il.':.'\i';'l.l L8] I.I;.' A I-I-'Il.If!:IIi.-'l.'.! trial. Ross was also VET) much ||:.
the same mind and they devised che protocol together. It didn't take them long
to get the L|I'llf_‘. There were no ethics commirttees in 1969, but the |~,|_.u-|1i|,:_|'_x
Senior Medical Staff Committee approved all trials, It functioned as an ethics
committee ar that nme, and the !'.l:‘*-|1'.l.=.| :':'l-;,'|,!:i_.|:, COMmites ,|_i'||'||'|;|'.,'|;|'| It
withour further discussion. Mont was very keen to get started, because the head
:'-f-l.i.v:.}‘!.ltl.l'l'u'l‘:f. was actually |1!.|:‘.!'i|:31 a differenr eeial thae would have precluded

this one and Mont was going to get in first, which he did.

Professor Richard Lilford: It sounds from the way you speak, as though Mont

wrarded th 2 3 sideline and thar thete w | to pur
Il.:_‘..r-..-.... [ls as a slaeiine al LAt 1 L d IESd TO P

Harding: In the end he did pursue it, but [ think you are right, 1 think the

INTErcsr i.'I~;.'1'-|'I:.'|I.'. particularly from _"\]:_-| s group and the San Francisco group
[who were???277] probably on the effects of steroids en lune maruration, not so
much rekindled. a R el 1 : 11 (|

ALY TCRIMCICU, A% ACCClerarted NS Interest in the oplc, and e IECoOgnized tne

importance of pursuing this and whar a clinical impact it might have had.” He

took Ross along with him, because it was a sideline for Ross as well.

CLONOMIST. Ust wanted o ask

whart the clinical situation nsive care at that time in New
Z :-]-1 Was it at diffe rcnt stat Aclopment in different countcries? Just
the background to whar was normally done with babies ar thar gestation when

they were born. What was the funding situation for their care?

ool XNX and ocx and XX, e

ooley W H

TAE




Harding: The funding situation was easy. We had a public health SYSICIT 30

there was no direct charge to patients and that has .:I'.-.'.|:. 5 been the case for

“l-.."l'-'l"l':'” El'lr.l'.".'l"‘i'-'l'.' Ldlc E.'1 r\.l.".'-.' :Xl:_'.:l."::]i_l_ ]I,.'-. I._=_i! o say '_|!.l| e srare t'!.

intensive care varied around the COUNITY The Mational Women's Hospital was

il|":l‘.t:|.| in 1964 from memory, but I would need to check thar. specifically o
both enhance the care of women and their babies and o encour ige research in
this field. It had the ||!'|!:.' Intensive care unit in the country where babies were

ventilated and Ross started venti .!IE|'|:_;_ babies in the mid- 19605 with a P|--_|-,~l_:|5-._-,;-

bird ventilator and started using continuous positive airway pressure (CPADP) in

the 1970s. Thar was before Gregory's publication on CPAP, again because of

§e . 1 W i T 1 § i
|I'H.' i.!l:l' o San ]'I'.EI'I-\.'I"‘-\ 0, DOTN e and I'\.-.‘-'-\.'q. Kew |_!_'||_' A | FANCISCO gFroup -,.1'-[;1.

1ad seen the data before it was published and were convinced that this was
a useful thing to do.” So the CPAP was just beginning to be used ar the time of
the tial. Ventilation was initiated, but ourcomes were still poor and in the
paper from Ross, which I think evervbody has ipy of, he describes the
change in perinatal morrality over that time.” [ think he also describes in that
paper, but certainly to me, ac the end of the trials he went to Geneva in 1975
to talk to the World Health Organization abourt the funding of the

and while

i ) ¢
BEcrariceE M e mles 3 T - YEEETTE [ 11 psess
QCCALLSE NODOAY ¢l & 1 ar them. II,_ Was exitremely upset at

| | I # i 1 - T
ne was away two | preterm babies died of LUncompiic

e ; i
30 IE Wias a unique position in a sense that this was the onlv place thar it could

1ave been done, in New Zealand certainly. and the only people who could do

Professor Ann Oakh:‘lf: | am a sociologist. One of the lessons that one could
':-Ik;.' !-l'um this story 15 I!I.II the progress ol w:q-:]I:iL |:.'w.=.|':;h and the testing of

ideas in clinical rrials is helped if there aren’t anv obstacles such as ethics

committees, and that is a point of view that is held in some circles. 1 thought of

Inspiration, sce

ace note 18, [OR as append %27




.f.':|'.1|1.|.|;.'-.i. vith survival, and | think that’s the critical thrl;t to hold in our
minds and presumably there are children now, adults, who would not be here
at all if their mothers hadn't consented to take part in the original trials and
been fortunate emough to have the coin fall on their side, who got the
intervention rather than the contral. 1 would have 1|J"llg|lt that those adules
'.'xE'||| are .l.l."-'L' now would -Il...l.'P-‘. a certain amount |||. I]:n.'}";][l_'[!:kil,lﬂ_ Or s0me

other problem as an alternative to not being here ar all.

HE:}': | think we had better draw this to a close for tea. We haven't por as far as
we should have. Death isn't the only outcome. there are cost=benefis apart

from thar and Must move on

Ml.lg'fﬂr'd: _"-,ﬂ_-.- E"-ll-.!r'.:.!_fl'i.:::l. 15 3 2 i momics. | graduared from the
University of Stirling in 1972 and—the—relevance—of —that—is—that! health
eCOnNoOmICcs as a '\.i..‘-LEl"lE:!L' didn’v exist then. 1 k the h Zuin book of
readings for students of health economics was published in 1973." [ looked ar
i: .|:'u| '-.‘.'I\I‘!:_'Li 'i'..'ﬂl. | !'..h.:n studied healch CConomics. ]j']-_':-;_ WasH at '.| At «c[.]!-_;_-
even postgraduate training in it. [ finished my economics [fdegree?] quite
disillusio he subject, because it was very much centred on the farmal
cconomy, thar i '.r.'::i;- }_‘:-x'LE\ and service using l!':-.' money
s Al ad ustmense-alf e remrshi-the-public sepsiensasp-method—pet
fimished-addasters-in-Monetary Economics and-then-dabbled-in-bitsof he

of—economicsresearchtand—had —some—childrem—Amd—this—is very personally
: :

mithbeentand-t<sh

goronbuf\ | joined the NPEU in Oxford, as a researcher

in statistics, fmedieal-ssatisticg with Alison Macfarlane, bu to work in the
unit on other topics, including incorporating economics alongside randomized
trials with Adrian ant, fhis very new notion of building economic

il 10913 e . i : -
CYAILUALIONS lu\l.!k_‘ .."'-!l.ll..!-\.i. Iram svnoneses of ;,".':l,l;_':"].,n:' of elf




on the work that lain Chalmers and others were ploneering in the Oxford

.

]"-l'--||'l-l\l~.' l'|. ]"’Clil' | -! .':\.II'R. A% :.l i.-l':LI .:"l_'...l!‘.'t'.' .Z'l!'.l '.‘.'.’."i!‘..l '-.".'!'I';'I': : J-il"| i'.':.lli.'l.l.

the unit in 1981,

In the early 1980s when | was stll working on the book of statistics of

pregnancy and childbirth with Alison ,1:3“_1',15!,m._—l lain Chalmers asked me 1o

- - g 2w 1 A .
|'{.l.':.'j" a hile 1n my |I.|.".1_', cainet on |1-;'||:'|.t[.i,| INIENSIVE Care, |'|’.-..’|I,.'\¢ It wWas an

iH‘-'.Il' fh-'ll wWas Ol .'I'Ia.I'L'.l.w:r'I;-',L il'.l'.'ll.'xl i:1 '.|1.l.' |'|'.'.I!I|'! -_L-:'\-_'ik;_-x ,,|;'||_|_ i', Was going [o |'|;-

~ - 1 4
of eConomiIc ImMportance. And so | s |.,‘|,

Ar that time health economics was EMErgIng and that's another whole historical
story which has been documented elsewhere.” My connection with it was really
through Professor Alan Williams at York, who was probably the founding
father of health economics in the UK, and his visit to the unit. [ think he was
examining a dissertation in Oxford with lain and | asked him how I could
Ll'.!.l:l::l.' as a health economist* He |-.-|~|:;1| “Whar you have to be able to do if
you are a graduate cconomist | stand up and say that you are a healih
economist in front of a bunch of doctors.” So | girded m
subjects that seemed o be relevant to our brief
enthusiasms « cople within
steroids. | ren
I-’-‘lri-u.'i-'l and lain l:"l.'.'.ll!l: It Was |'l|_!|'|;i"~!':L'-.:.. |.!'|l' ..l:!.'.'l.' FOOIT Was :‘-L;.-'_-'i:l;‘_.!'.ll.l this
was very exciing. At the ime | was host and supervisor 1o a series of
students :.I=II1: 1'I.-l.’!'-C. where they :'1.|._'i a new I:_'. |._:|1 eCcon '-|'_|i.\'\. ."'.1.|_x[._-;'a_ de
and they looked for placements for their students during the summer to do
dissertations. One of them, James Piercy, came l--.:'w '-.'-=.i1'|'.-5|ri-~--+.1+liq. on the
economics of antenaral corticosteroids :H!":l.-‘IHL' did some observarional work in
the neonatal unit in Oxford o try to assess the costs of I._'-',',|[j.:|:_:': babies art risk of
preterm delivery and eligible for steroids. In fact, the surfacrant question was
1

also, | was going to say bubbling around ar thar time. He and [ with [ain wrote

Prot ?\'lﬂlz'_lﬂ'lli. widi=tires U rocoson {1998




a paper which was a modelling exercise, a very, very simple decision modelling
exercise, based on different assumptions about initial birth weight and
mortality risk, based on the cost dara, which James had gathered for his
dissertation, and the evidence of effectiveness from the systematic review. That
was published by Archives of Disease in Childhood, having been rejected by the
British Medical Journal, in 1991, after the svstematic review.” So as far as [ am
concerned, that wasn't quite the end of the story because the Oxford Regional

Health Authority had  introduced the Getting Research Into  Pracrice

rogrammeé [fand Purchasing (GRIPL.™ We/are going to hear more about
-\_-"

that laver, I thank.

One of the things I was asked ro do by the public health docrors was to model
the impact in the region of this particular policy, increased uptake beyond

current uptake, which | think we assumed conservatively to be abour 10 per

. . - L : : i ; g ;
cent, | can't remember. We worked ourt that implementing the policy in the
Uxtord region might reduce not only meortality but also the costs of neonaral
intensive care atter paying for the drues, which were n to the
health service, and thar reduction would probably be in
cent of the cost of neonatal intensive care for those babies. Although when 1
va b woilin Faa [irsaas i ehee Enclth ana b it thit v e
talkedl [ ne fnance direcror 1n AN Authorty; as 1t then was, ne was a

DIt dismiassnee and said, Iy annot tell many cots we can close, it's
not really very interesting us, because those paediatricians will just Gl che
n.-’l-g‘h anvway, they will put someone else into them'. | i'u',".".'-'d thar thiz was not
i

the point of the economics. The point of the CCOonomics

You can D more with '-.‘.'l! 1l Vil !‘;.-_'.n:_' =0l

Fey: Yes, your study came in just at the time when if you didn’t give steroids

you might have had to end up giving surfactant at £250 per ampoule, wasn'r ic?

i
i 5
.hlI::'.!l.- d ef al R

P
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Mugford: | think it was more than thar, Up o £600.

Hey: And 1t has still not gone down. So you did it ar exactly the ri;ELI time 1

think.

1gtor 1 I'here st one other thing which [ ¢ k Marr Ellen Averv
M{g{ﬂd M‘ I'l re’s |ust one other £ ch I thin fary Ellen eI
referred to, and Patricia too, and thar was the ; is we did was .L'|-_|i'_¢_-
unsophisticared, bur we did make some effort to model the impact in ¢

smaller babies and the more preterm babies, and in those cases there wasn't a

predicted cost saving, One of the problems we had with people was the
assumprion thar thar is not then cost effective, which isn't true, because socier)
has shown that it is '.t.'i.!:n; to pay for neonaral care, and '.|1-;_'.' ire willing to pay

1 o save
money, it's that there's a willingness to pay for the benefits dnd-thatitcan o

beyond the straight, evident cost savings. Bur—it—is—ridiculous—tharanyvese

-.!"Il"ll.'lgi'i jrrstrror- dook—at-thi -.“._:]"_'Ji."\-.?'l'l.ﬂl'['li!“['-. jl:l,u. nor very i._]:\l':i_l.'pn‘]_:'\lu h] |l|..f=; at
7 4

| I'I'-' CRCITINEG -I-..I.l.lli.'Z'LII«. WOTK

fOEs on at the il:?',:'x. where benefits ;‘l-.'!'l'..:,i'n. might not be worth the costs.

Hey: I have been doing a little bit of economic work myself recently, and vou
realize, of course, thar [*the cost of ?|nconatal intensive care is nearl

aries is the cost of the

]
Cost ol |

aries, and what isn't the docrors’ sal

NUESES SAlAries, amd th: .:'..:: vour treasurer means when he wants

bed. He wants to be able actually to use fewer nurses, and those are the d ving
COSLS '-"-E.'li\il put mast of the other costs into d "l.'-h'llt'll.l'.'l:'_'.' |L':L;_-jl:¢' :?inl;- ‘-G';.'l.'l.II'ILi
place?]. Last rime [ looked at a hospital budger for a neonatal intensive care
unit, and that is a unit with a lot of expensive drugs in it, it [>they?] still only

[*account for?] 10 per cent of the annual budget of the unir.




Gﬂl‘l‘lf,l_l: ] = [ '-.'.'i!!1 AL I & COIE Of .-.|‘:'.".!:i|'.:_:_ 15 .'.||'I'Ill"'|| .|!'.‘..2'.'x i!!'-.'-;"»l_l.'-:'. i!'l I|'||.'
COst of salaries, particuiarly’ nurses, f course, because they have ro be there all

the time.

Hey: And at night as well. They are now expected to have only one baby

their care,

Mugford: We can say that over the last 20 years the resources devoted to
neonatal intensive care, vou had a ditterent seminar on this subject” = [ haven't

looked ar the hving—wirmesm—remhs—en—{iranscript of3F thar seminar - but

Fwhaehas—expandedilhaving-incredibly—expanded-—asd there are very many

maore Nurses, dociors, ven I i ecnni Jue { |Il.' care O preterm .'.1!1'.1."-

than there were 20 vear

i | | 1 1 1

'_h:'}" | NINK WwWe Sl move SCE

research into practice. | am going to
L e e e
ne Chose [0 use a very Carty WETSION O 1'at
a time when there were twice as many

Cochrane Center logo

Chalmers: It's good thar Patricia Crowley has already described some of the

i'l.'x!:'ll:‘.'. ':.;Z'.".'!! ilh.:' |. am :-_'-.:-!:::_'L (] E'lg- Ca i oLt :!'|:_'{ -:,_i';_.:_|Il |.-!-_|.|, ] :'-|i5

as well starr with Archie ( anda
Eificiency: Kandom reflections on health service P 19727 [ read




it in 1973 and it changed my life!” In spite of the fact that I had been ‘licensed
to kill' six years earlier after studying ar the Middlesex Hospital Medical
School, London, to qualify as a docror, 1 had not previously been aware of the
term ‘randomized controlled trial (RCTY. Cochrane showed me how I &

adjudicare among incompatible clinical opinions about treatments, a common

sitnarion faced by me and other junior doctors, and It was after reading

Cochrane’s book that I started to collect reports of RCTs. A librarian in
{:.I:'.}:Z“.. H'.l."-:.' |:' '.I.l‘:.’:l'-.l. iil."\-.!;i'll.'-.‘l. d h"tjll.-g' earch to :-.'i;_'l]:,i:.:. :li_q'_"\-'_' -.r'_|.!i|_--\ ,'..||_

ne, and I started noting those in my special area of interest (perinacal care)

during my readi if journals and books.

In 1976, because it was clear that this was an insufficiently systematic method
s i e hn FRCT: 1 Hined S nlan G e e iy :
48 | = ! 4 - 2 - L] A8 L= it L & L L & i = 3 v 1
o ng repores of KA. 1s outlined plan for using a mo SYSTemaric
approach both lor hinding published ports, : for identifving unpublished
- i : ¥ o

studie ise biased under-reporri [ ; that unpublished
have less dramatic results than those that get into print). This
Our 1IN a etrer to ] y '.'“-'.'.l'.ll.-.:'a:hl in
wthesis of the resules il
b A o
2 errors (false
Martin Richards

mMeta-an

I ity that [ took to do a systematic review using mera ilysis

- G ) . 3 g I
related to di It ways of monitoring babics auring apour. Electronic feral
n I|| been introduced in ||!'l-',-;_'_':_-__:- not long |":f."-.'5-'l.:-!'.'.

: : G T ] T : : 11
sometimes accompanied feral sc ilp blood sampl to assess Fetal acid-base

e, ;
status, particularly if the heart rate trace had raised concerns. It was being

reested by some people thar these more intensive methods of i:"r"F um




Williams: For practising clinicians a new .1.~r|r:.ui|'.‘:; factor is the Clinical
Me

|‘.:nE\_ir.\.| if vou are following evidence-based guidelines and can show thar vou

sligence Scheme for Trusts which gives a discount in your insurance for a
have these in place. To actually achieve CNST grade-one status, you have to

jump through a lot of hoops and its all abour practising evidence-based

guidelines. " [ think that's a new wccelerating factor in the application of

research into practice.

Gabbay: I like Richard’s analysis at the end, but when you 1
epistemological change | thoughr you were going 1o say somethi
different, which I would think is the case and 1 151 what ':u---ph' Cou
evidence ar what we a5 researchers and members of the C
collaborarion may wish them 1o count as evidence m iy not be the same thing.
Was 1 | ‘.I:l,.._lr(_ I:'-:-.' :i'.l_' W i .'._.:'_i‘.I:_' L'.'_:iil.‘! 0rn :..'IIIH Qur -.lll!'.'.l:_.".ll;\. n
Wales, John and Roger, when they were faced with the dilemma of whether to

move to using steroids or not, and what seemed to sway things in the

1 - . 3 - -
«."--.El.'L".‘! Was a very unscientific FL".III'\l'l«:_'..L[I'«.'i_' analysis of a

rich was done locally and which was quite persuasive, and John was

LIkslE 16 Was 'r""':";" 1D _'-' s !.":."""l-..'l."'."-"i. 45 [he [riais |'.|-Ii.1 ‘-:-u'.":l'.'”'luli.ln EvICwWs tnat

rs would wish people to use. ™ So 1 just wanted to add to

ird s .=.|'E.a|:~"-:- that 1ts also a shitt in what people count as legitimarte
vidence and the kind of mechanism that John has just described. where it has
CVIAdENce and e K1nd of MeCchanisimy that john bas st described, where It has
T [ .“L.:l.". ."'.I‘-l'.'l.i evidence 1n i'l'l.ll.'l' Ol YOUr Dproawnice points and ger

A if =

. Z||'. v -.:.-.I:-L'.' ."..'.!.::' !:'.-.
S5ee also Mane ], Hicks N R

into clinical

s ol Corfeosternids in preterm

"
! |-'."'..! nEar nore L44)




Maybe part of the mechanism we need is to shift people’s views of whar

evidence is, because in the work [ have been LI-.IE."ILL", -.k'.u._'hju;: clinicians using

evidence, stories, anecdores, personal experience, and of course whar the ereat
I+ s o[y Tl o lack)

and the good around you are saying - loca opinion leaders — counts at leasr as

much as what we as rational scientists, would like them rto use as evidence.™ 1

would like to hear more abour thar interaction berween different forms of

evidence in people’s minds as they -_|-.'-:.-|n|1 their policies.

Mugfc-rd: I have an anecdote 1o add to John's |1|-i|1|. to the strength of ir
When James Piercy and [ went to the Drepartment of Obstetrics in Oxford, at
the end of his f.iq-;_'l{.e'.inﬂ Parliu,:. [0 present our eCOnOMmMIC r1';|1\‘|;-!|:,"|_g_

Professor Alec Turnbull was in the audience and he was very gracious and kind

! . 1 1 i
and very gentle with us as young researchers, but at the end of all the questions
from !'.'!I'J\‘-'!'\t".'*- and neonatal nurses .'|:'||_| house officers, h;_- stood up ;|:'|.'| caidd

but of course this is all, | cannot remember his exact words, and 1 woen't even
1 < [ I . 1§ . I

Iry 1 1L, |I'.I| Ne very gently poured a |"' of cold water on I1t, Decause we

hadn't taken account of the ef on women, and the inerease in risk of

infection in women. And so | bowed to his authority, I couldn’t deny it. but I

said as far as | knew the systematic review had not shown anv effecr in that

: : 1 : LR
respect, bur 1 wasn't confident e h. 50 th: 3 neral mood of the

audience Fthink at the end was that she avtthoriey-was-that what we had done

had been a bir of a waste of time.

i'-.‘- dll [;_‘.'I‘:.l-;..i-lllg'l:x' i_'|
Oxbord at the time. He was also one of the people :u-n;:n;{ at the marernal
:!'li.' |'L'|"ll:!
Dieatihs, ; v that he was very influenced by a particular case, a woman

who had died of sepricaemia, who had received corticosteroids. and I think thar




had different policies. I was learning what those policies were and then I was

passing on this informartion ro the junior members of their team, so thar |:-1|_-:.
could also F‘Z.in.'.i'.-. non-evidence-based medicine. Thar was a I.,.:g; time aeo,
but [ think it is still the case that many people believe that doctors and other

experts know what

Another issue in all of this is abour the epistemological shift in sociery’s
understanding that experts, :.IJ..'|L1|J'3:|; hose in other hields often don't e

in evidence-based practice. 1 spend a lor of my time at the moment with
professors of education who don't believe in systematic reviews of the evidence.
[his is abour the role of the expert, and the relationship berween research,

evidence and policy across a lor of different secrors.

Crowley: As an « ic senior registrar in 1985, I wok ove f a
woman who was having an antepartum haemorrhage at 37 weeks gestation. We
thought she was 37 weeks because of an error in estimating the dates made
the pr icy. Because of continuing antepartum haemorrhage |

|!'-k':|.n.".'l.| :.i:"x'.ll :n_lu_u'.'.._':_-:: Ll.l:'!"'\-l.:: it Lon '-.'.':',E'| a I~..,;,|'|;_'|'._~.|_'|g_r COn
net had antenatal steroids. She was, in fact, only 33 weeks gestation and the
baby went on to develop severe RDS and aftes prolonged venulation survived
ek LT e ;I lesr ]l 7 Floas = i o v | miral - .lr -
WILNn SCYENC CCerepra Palsy. 15 Mother sued the hospital, my consultant
colleague and f. : patient was awarded Euros 4000 million
compensation in an out-of-court settlement because | had failed to give her

o Che d - 08 I

antenatal steroids. The decision by the protection society and the legal ream

was that whereas other obstetricians might be able o defend themsels

i " e - i T .
not gving antenatal steroids in 1985, the papers | had published

I |
d 1onstrating the evidence in favour of antenatal steroids |'-ri|-r mw 1985
rendered my failure 1o prescribe 3 | steroids indefensible, So a2 verv

disabled 20-year-old man and his parents have suffered a lot as a result. This




medico-legal event contributed a further chapter to my 30-year personal

invelvernent with the anrenaral steroid story.

Hey: One of the good things was that came ourt of the book, E
Pregnancy and Chaldbiorth, was a version which has been widely read by parcns,
wasn € 1tf  Not many other branches of medicine have pursued it through to

3

that point yet, have they?

Mugford: ]:L-'E|U'~‘-'i!I:\_1 on from Parricia’s story and also whar T was saying earlier,
that the impacts on the economic side thar we measured were purely the health
services facts amdk Many economic studies are just cosr-effectiveness analyses
from the point of view of the health service for the efficient running of the
health services. But the impact on family is terrific and there's a long-term
impact of children .rl._::..'.u.l p'..“.;.]a.}.'.. We did a study in the .'\'E'.!:'-".' wi

:. LR = ] |- B It - A B |. g o= 1
17 B '\-If'-..l'l'.[.'-'-l'.ll looked at the cost of babies poing home on

another

oxvegen. And it was terrific. Parencs gave up their whole ca

their children .4:14J"|:' we redid the steroid analvsis taking account

household impace it would just 1::|',*5'..|~5.'¢. the saIMme Answer
win-win . We don ¢ really need o do the study, bur somerimes vou have to do

the study to have the

Hey: I think I am going to move on, because are almost finished. We have
preening ourselves, we have done xlli'|'|:_'||'|:|'_:_"' ::::.u..u.!. and we

rolled it our, and it’s happening, so perhaps Peter Brocklehurst might

us that some of the questions that were posed 30 years ago are still not

answered.

have a date on this?
Dr Hey, could vou elaborare?

]'I-:—.".‘-.:llg;r'ﬂ-rd J.-(u'_ d you provide a reference he
%

oy o
Fio @ A




He wa [
Mewham, London, from 2002 unul

200%, See Hayward (2001

Dr Edmund Hey

VEAlS Betore mos Ing 1

neéo |..'-':~.'_|:',"-:..'|:.', h‘\;\'
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MORBIDITY AND MORTALITY IN PRETERM BIRTH
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P
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Edited by L A Reynolds and E M Tansey

Professor Miranda Mugford: | am a health economist. | just wanted to ask what the
clinical situation was with neonatal intensive care at that time in Mew Zealand? Was it art
different states of development in different countries? Just the background to what was
normally done with babies at thar gestation when l|'1|_'1_.' were born. Whar was the i.l.llulillg_

situation for their care?

Mugford: My background is a degree in economics. | graduated from the University of
S[i,rli:ng in 1972: healch economics as a -ﬂi:ﬁ_‘il_‘lliﬂ:‘ didn’'t exist then. 1 think the first
]’L"]Lglli."- h,.pk |_|::' r:-.n]:ng.& |-;:_| a._-,|_|_.;'j¢_-|~‘[\ ||I. |1_¢.i|1|! ECONOMICS Was I,'ll.lt!-]i-fulf'll.'d i!'l ]1.:'_"‘_%.: |
looked at it and wished that | had studied health economics. There wasn't at that stage
even l1'1"‘13—r~""l1""“"' training in it. I finished my economics kl('grL'ﬂ.‘ ':[1Li1t.' disillusioned with
the subject, because it was very much centred on the formal economy, which is how
p{'up;c trade _5;-|||I.‘|‘- ind services using the money mechanism and dellh[l‘ﬂt‘lﬁ[&- of it
through the public services as a method. So I finished a Masters in Monetary Economics
and then dabbled in bits of health of economics research. 1 joined the MPELU in Orxford,
as 2 researcher in statistics with Alison Macfarlane, but also to work in the unit on other
topics, including incorporating economics alongside randomized trials with Adrian
Grant. This was a very new notion of building economic evaluations using evidence from
syntheses of evidence of effectiveness, building on rhe wark thar Tain Chalmers and
athers were pioneering in the Oxford Darabase of Pe

wasn't when I first joined the unit in 1981,

In the eacly 19805 when [ was still working on the
childbirth with Alison Macfarlane, lain Chalmers 2
cabiner on neonaral intensive care, because it was ar

in the health services and it was going 1o be of econo

At that time, health economics was emerging and

which has been documented elsewhere.” My con

Professor Alan Williams at York, who was p[-::-l:-

Cooper and Culyer (197 3)
* Macfarlane and Mugford (eds) (1984)

" Croxson [1998).




PRENATAL CORTICOSTEROIDS FOR REDUCING
MORBIDITY AND MORTALITY IN PRETERM BIRTH

The transcript of a Witness Seminar held by the Wellcome 1rust
Centre for the History of Medicine at UCL, London,
on 15 June 2004

Edited h-:l.' L A R:':.'nnl:l.k and EM -I-;in'i»!:}'

Professor Miranda Mugford: | am a health economist. I just wanted to ask what the
clinical situation was with neonaral intensive care at that time in New Zealand? Was it at
different states of development in different countries? Just the background to what was
normally done with babies at that gestation when they were born. Whart was the funding

situation for their care?

Mugford: My background is a degree in economics. | graduated from the University of
Stirling in 1972: health economics as a discipline didn't exist then. I think the first
Penguin book of readings for students of health economics was published in 1973, 1
looked at it and wished that | had studied health economics. There wasn't at that stage
even postgraduate training in it. I finished my economics degree quire disillusioned with
the subject, because it was very much centred on the formal economy, which is how
Eu_-”E-s';g_- trade .L_-'-...dx and services using the money mec hanism and adjustments of it
l]ll‘L]LI;!,h the ]\|:|1||, services as a method. So [ finished 2 Masters in Monetary Economics
and then dabbled in bits of health of economics research. 1 joined the NPEU in Oxford,
as a researcher in statistics with Alison Macfarlane, but alse to work in the unit on other
topics, including incorporating economics alongside randomized trials with Adrian
Grant. This was a very new notion of 'laui]:.!inl_" economic evaluations using evidence from
'-:}'I]I_hr_'l-cl_'_x of evidence of eftectiveness, building on the work that lain Chalmers and
others were pioncering in the Oxford Database of Perinaral Trials, as it later became but

wasn't when 1 first joined the unir in 1981.

In the early 1980s when | was still '.'.'ml-;ini: on the book of statistics of pregnancy and
childbirth with Alison Macfarlane, lain Chalmers asked me to keep a file in my hling
cabiner on neonaral intensive care, because it was an issue thar was of increasing Inperest

in the health services and it was going to be of economic i:‘nr-nl'Llﬂ.U.'.' And so [ did

At that time, health economics was emerging and that's another whole historical story

which has been documented elsewhere.” My connection with it was really through

Professor Alan Williams ar York, who was probably the founding father of health

Cooper and Culyer (1973).
* Macfarlane and ?&1._;,5_-_|'|||d (eds) (1984)

 Croxson [1998),
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economics in the UK, and his visit to the unit. | think he was examining a dissertation in
Ouxford with Tain and [ asked him how [ could qualify as a health economist? He replied,
“What you have to be able to do if you are a graduate economist is to stand up and say
thar you are a health economist in front of a bunch of docrors.” 5o | girded my loins and
worked on subjects that seemed to be relevant to our brief in the NPEU and to the
enthusiasms of people within the unit, including the systematic review of steroids. |
remember the day when the results were being worked through by Patricia and lain
before it was published. The coffec room was buzzing and this was very exciting, At the
same time | was host and supervisor to a series of students from York, where they had a
new health economics Master's degree and they looked for placements for their students
during the summer to do dissertations. One of them, James Piercy, came to me to work
on the economics of antenaral corricosteroids. He did some observational work in the
neonatal unit in Oxford to try to assess the costs of treating babies at risk of preterm
delivery and eligible for steroids. In fact, the surfactant question was also, [ was going to
say "bubbling’ around, at that time. He and I with lain wrote a paper which was a
modelling exercise, a very, very simple n.l-;:-.'isiml-|11-:.~t|:.-'.|1n:_‘, exercise, based on different
assumprions about initial birth weight and mortality risk, based on the cost data, which
James had ;:\11||‘:.'|r.'d for his dissertation, and the evidence of effectiveness from the
systematic review. Thar was }1lll‘iihhl.'d ].'l].' Archives ri_'.r Disease in Childhood, ]'I.Z.'I.'l.’i['l:_._: been
rejected by the British Medical Journal, in 1991, after the systematic review. So as far as |
am concerned, that wasn’t quite the end of the story because the Oxford Regional Health
Authority had introduced the Getting Research Into Practice and Purc hasing (GRIPP)

programme. We are E:ﬁ:’i”g to hear more about thar later, | think

One of the things I was asked to do by the public health doctors was to model the impact
in the Oxford region of this particular policy [GRIPP], increased uptake beyond current
uprake, which I think we assumed conservatively to be abour 10 per cent, I can't
remember. We worked our that implementing the policy in the Oxford region might
reduce not only mortality but also the costs of neonatal intensive care after paying for the
drugs, which were nor a grear cost to the health service, and that reduction would
probably be in the region of 10 per cent of the cost of neonaral intensive care for those
babies. Although when I talked to the finance director in the health authority, as it then
was, he was a bit dismissive and said, ‘If you cannot tell us how many cots we can close,
it's not really very interesting to us, because those paediatricians will just fill the cots
anyway, they will put someone else into them’. | replied that this was not the point of the
economics. The point of the economics is that it is better if you can do more with what

you have gor.

Hey: Yes, your study came in just ar the time when if you didn’t give steroids you might

have had to end up giving surfactant ar £250 per ampoule, wasn't it?

; Mugford er al (1991
" Dopson and Gabbay (1995)

" Mugford (1993).
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Mugford: [ think it was more than that. Up to £600.
Hey: And it has still not gone down. So you did it ar exactly the right time, [ think.

Mugford: There's just one other thing which I think Mary Ellen Avery referred to, and
Patricia too, and thar was thar the analysis we did was quite unsophisticated, but we did
make some effort to model the impact in the smaller babies and the more preterm babics,
and in those cases there wasn't a predicred cost saving. One of the problems we had with
people was the assumption that that is not then cost-effective, which isn't true, because
society has shown that it is willing to pay for neonatal care, to pay for the benefits of
having survivors. So it's not just that they need to save money, it’s that there’s a
willingness to pay for the benefits beyond the straight, evident cost savings. Among
economists, it is not very fashionable to look at areas where in fact there is a win-win
situation. The exciting academic work goes on ar the fringes, where benefits perhaps

might not be worth the costs.

Mugford: We can say that over the past 20 years the resources devoted to neonartal
intensive care — you [the History of Twentieth Century Medicine Group) had a different
I|I:':"-ilﬁl'll'."'--*i Seminar on this HI'.l'lll-.'n_'l.- |'|.'.[ | haven't ]l!l-::-ky-;,l. at that |_:,|_||_,u|__'ri[}1 - :|'|___'|_'-,'|_I :_'xE'r;qndL'.:_l
incredibly. There are very many more nurses, doctors, ventilators and techniques for the

I" | | A
care of preterm babies than there were 20 years ago.

Mugfﬂ-l'd: [ have an anecdote to add ro John's poing, o the ';trt:ng[h of it. When JJIHEF-
Plercy and 1 went to the Department of Obstetrics in Oxford, at the end of his
dissertarion period, to present our economic modelling, Protessor Alec Turnbull was in
the audience and he was very gracious and kind and very gentle with us as young
rescarchers, bur ar the end of all the questions from midwives and neonatal nurses and
house officers, he stood up and said burt of course this = all — | cannot remember his sxact
words, and | won't even try — but he very gently poured a lot of cold warer on it, because
we hadn’t taken account of the effect on women, and the increase in risk of infec tion in
women. And so [ bowed to his authority, | couldn’t deny it, bur I said as far as [ knew
the systematic review had not shown any effect in tha respect, but [ wasn't confident
enough. S0 my feeling was that the general mood of the audience at the end was that

what we had done had been a bit of a waste of time.

Mugford: Following on from Patricia's story and also whar [ said earlier, that the impacts
on the cconomic side that we measured were purely the health services facts. Many

economic studies are just cost-effectiveness analyses from the point of view of the health

The Witness Seminar "‘Origins of Meonaral Intensive Care in the UK", was held on 27 April 1999, See

Christic and Tansey (cds) (2001), also freely available online ar w ww.uclac ukihistmed r'l5.|||.1-,-l|-||: the link
o Publications/™ellcome Wit EessOs.

" Macfarlane er 2l (1999)
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service for the efficient running of the health services. Bur the impact on family is terrific
and there’s a long-term impact of children with disabling chronic lung disease. We did a
study in the NPEU with another York MSc student, Birgitta Rudbeck, who looked at the

cost of babies going home on oxygen. ' And it was terrific. Parents gave up their whole

careers to look after their children. If we redid the steroid analysis taking account of
J‘.|r1:|'i|:nr and household impact it would just emphasize the same answer, it's even more of
a ‘win-win’. We don't really need to do the study, but sometimes you have to do the

study to have the impact.
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Unir ar the University of Oxford in 1981. She has been Professor of Health Economics in the

omist and health services researcher, poined the Mational Perinagal 1':|1|;1._-rr;||-,|-:|g~.'
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From: Mugford Miranda Prof (MED) w241 [M.Mugford @ uea.ac.uk]
Sent: 18 October 2005 17:00

To: ucgarey@ ucl.ac.uk

Subject: HE: Wellcome Witnesseas: Prenatal corticosteroids : further query

Dear| wrect as you have pur ir, ie:

0-0-0-0

Professor Miroda ."\'[ugl'nrd: | am a health economist. [ just wanted to ask
what the ¢linic /| situation was with neonatal intensive care at that

time in ™ dand? Was it ar different srares |:|-x|-.'w|n|1|1~.-.'|:| in
different ies? Just the background to whar was normally done with
babies stage of gestation when they were born. What was the
funding situ for their care?

0-0-0

i
lds [mailto:ucgarey@ucl.ac.uk]
ctober 18, 2005 2:57 PM
randa Prof (MED) w241

lcome Witnesses: Prenatal corticosteroids ; further

¥
'
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juery on your contribution follows.
nks trom Lois
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Prol 1 Mugtord: | am a health economist. | just wanted to ask
whar th situation was with neonaral intensive care ar thar

time ind? Was it ar different states of development in

diffe Just the backeround o whar was |:--|n'..=|i_-.' done with
babic ation [#27ar an early stage of gestation???] when

:]1:;_\. W Whar was the :'.II'.J'.I'l:_'L situation for their care?
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Suby come Witnesses: Prenatal corticosteroids @ vour ages
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Sori nfusion. I've checked this and annotated with a
cou| ings in red type. The referencing and footnotes are
cort. rsion. The '“L'E:"HIJ (1993) ref is correctly included
at fo er b. .
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Mrs Brenda Mullinge D Daphne Christie
Larches

Green Road

“'.-ill_'_"'r'lll,.'lll-._'

Fonbridge

Fent TN 9P

16 June 2004

Dear Ms Mullinge

The Welleome Trust History of Twentieth Century Medicine Group
Witness seminar: Prenatal corticosteroids lor reducing morbidity
and mortality associated with pretern birth

in behalfl of The History of Twentieth Century Medicine ( rroup and the c
ser, how erateful we are 1o yvou for vour comnbutons o vesterday ' s meeling?
- ' » + 1 » 't | i
really was a splendid occasion, and we hope that vou enjoved 1t as much as those o
£

who were observers

As mentioned in previous correspondence and al the meeting, the taped proceedings of
the meeting will now be sent for transcrniption, and we hope to have a dralt manuscrip o
send vou i about s1x months ume for vour comments. Ultmately we intend 1o publish
an edited version of the proceedings. and you will be sent a copyright assignment form

and final prool before publication

Yours sincerely

%ﬂu}‘%—ﬁﬁ—ﬂ- ot L x__n*;.?.

"i'_
"

I H:lirl!lu,' C hiristie
Senior Research Assistant to Dr Tilli Tansey

Ihe Wellcome Trust Centre for thie History of Medicine ot Un ollege London is funded by the Welloome Ts
" | I

3 0
A srctored charii \ OiR3 | % e i . -
-”'Il 5 o eisiened charily, m = 1LF) 1, Histimes R 1IN s COUMESY Yeddcor CHIEON
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Dr Daphne Christie

Semor Research Assistant

The Wellcome Trust Centre for the History of Medicine at UCL
Euston House

24 Eversholt Street

London MW 2YZ

6 January 05

Dear Dr Christie

Witness Seminar: Prenatal Corticosteroids for Reducing Morbidity and Mortality
Thank you for your letter of 7 December 2004. Please find enclosed the signed copyright
torm, a briet biographical piece, and copies of those pages from the transcript that have minor
corrections

As you may know, Prof Harold Gamsu died on 31 August 2004, I have therefore undertaken
to check his short contnbutions. 1 know that Prof Gamsu was disappointed that the

background to the UK multicentre trial in the prevention of RDS received very little airing. |
would therefore like to add a brief footnote, also attached, which might appropriately appear

on page 38 (or elsewhere as you see fit)

Prof Gamsu was also disappointed that we did not learn more from Prof Jane Harding of the
follow-up data from the original Liggins and Howie study in New Zealand, even though this
was promised in the earlier part of the Witness Seminar. Will it be possible to include a brief
synopsis of their findings? The idea of undertaking a follow-up of babies born in the UK
study was mentioned at the seminar — this is a real possibility because Prof Gamsu was
diligent in retaining all the trial record forms (and randomisation codes) long after others’
interest in the study had ceased

Begarding illustrations of early work, it may be possible to provide you with the original
protocol and case record forms for the UK multicentre tnal, if this 1s of any interesi

Please let me know if | can make any further contribution to the proceedings

Y ours sincerely

!

Brenda Mullinger (Mrs)




Brenda Mullinger BScd.ob. 19649

-~

Brenda spent 12 years in international clinical research, based in the UK (Glaxo) and
subsequently Canada (Squibb); she co-ordinated the UK RDS trial in the "70s. On her return
to the UK., she moved into medical writing and editing, working as an independent for 13
vears before joining a healthcare communications agency 5 years ago




Footnote: Witness Seminar Prenatal Corticosteroids - page 38.

The UK multicentre trial was conducted from mid-1975 to February 1978; 251
women were randomised to double-blind treatment with either betamethasone
phosphate (4mg every 8h for a maximum of 6 doses) or matching placebo, each given
by intramuscular injection. Betamethasone treatment reduced the incidence of RDS
relative to placebo — the greatest benefit was seen in those infants born before 34
weeks’ gestation. Br.J Obster Gynaecol 1989;96:401-10
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+
Mrs Brenda Mullinger: At the time of the UK multicentre trial, I was

working for Glaxo and I coordinated the trial in the UK. Whar I
wanted to say relates to what Professor Crowley said about uprtake.
Although we originally coordinated the study after different clinicians
had approached Glaxo, we found that we needed more centres to join
the study, and so we did actually try approaching other centres in the
| UK and, looking at the papery because I cannot remember, we got
underway in mid-1975, but I was told by Dr Clive Bash, who
unfortunately cannot be here, who was the medic at Glaxo, that many
of the UK centres who were approached wouldn’t join the study
because they were already using betamethasone and they fele thar it
wasn't ethical to have control groups. So that although your updare
maybe was only 10 per cent, certainly the research centres, the sort of
centres that mighz have joined the study, were starting to think al

using it by the mid-1970s in the UK.

Avery: I think we have to think in terms of 1970s versus &
and over 2000, because up until the seventies the contro

very supportive of efficacy of prenaral glucocorticoids, but that
era when we didn't have lots of babies under 800 g. Now the
different. We have babies of 600 g and 700 g and

getting glucococorticoids, and we assumed tf

any serious toxicity. But along came Pepra H

worked with us at Harvard and who had devel

with imagining studies of the brains of these
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Crowther out of Adelaide for the last seven years. We hope we will
finish recruiting this month. Ir’s 980 women, and we have been doing
huge detailed studies of the babies in Auckland, Auckland again being
the second largest centre recruiting to this trial. Bur early on in that
trial it occurred to us that we still didn’t have good dara abour risks
and benefits for that group, the group who don’t stand to achieve the
greatest benefit for the infant and are potentially at the greatest risk.
Once again we thought you know the data isn't out there but I bet it
is in the original trial. Once again we were able to go back to the
original darta, look specifically at that group, write a new metaanalysis
which has also been published after many rejections, after a very long
time, which showed, in fact, that there may be adverse effects in thar
group. Therefore people need to randomize them to the new trials.
We were in fact trying to help recruitment of the randomized trials. It
took so long to publish that, I think it’s had very little effect on
recruitment to the trial, bur the dara is nevertheless our there. Yet
another outcome that was not relevant at the time. The question has

come up subsequently.

Hey: Would Glaxo still be able to find the data?

Professor Harold Gamsu: Oh yes, I have got all the data in my

office. It’s still there, all the data sheets, because I was hoping to do a
long-term follow up on the adults, and in fact things haven't turned
out that way, but that’s still available for people to do if they would

like to.
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unexplained deaths in hypertensive women from Liggins's original

report which turned our ro spurious.

The other thing that I found was influencing obstetricians was the
increased risk of pulmonary oedema which people widely accepted as
a complication of steroid therapy. In fact it was a complication of
tocolytic agents that were used, especially when those agents were
given in large volumes of fluid. As far as I know, steroids given alone,
were not tocolytic agents and did not result in pulmonary oedema. So
I think we had quite a lot of persuading to do cven in those places

that accepted that they would be on the trial. [ know that Brenda

Mullinger and Clive Dash | had a lot of difficulty keeping the

momentum up, trying to recruit babies, to recruit women, even
though [?] were reaching the volunteers. As you possibly
remember from the paper, 60 per cent of the cases came from patients
who were recruited from three hospitals, the rest of them just put it

away.

Hanney: We have been looking at the benefits from health research
for about ten years now, and this particular stream of work seems to
us to have been one of the most interesting, and I have worked on it
with Miranda and Martin Buxton and Jonathan Grant, and I
apologise for I will check on my notes from time to tme, because I
am trying to pick up on what various people have said today on what
I think is an interesting session. For instance, John, we at least read
your work. There is a paper that set out most of the list of the detail
in press and is going to be published in Social Science and Medicine.

So I will just highlight all the key points for now. Apologies, perhaps




Prenaral Corticosteroids for Reducing Morbidity and Mortality'

Hey: I would just add one thing that you didn’t raise. One of the
issues about which steroids may have adverse effects is that some of
the steroids have sulphides in them, and nobody reads the label, they
think betamethasone is betamethasone. You can get betamethasone
with a sulphide preservarive in it and that was what was used in the
French trial, just observational studies. Liggins managed to choose the

very best steroid in the very best dose and just two injections.

Brocklehurst: 1 think there is an issue, because I remember the
Canadian study got in touch with us about our team’s trial, and said
how did you ger a placebo for your beramethasone, because it's
cloudy and we went it's not. Ours is completely clear. That's because
you are not using a long-acting betamethasone. You are not giving
what was used in the original trial and you never read the original
trial. Because the original trial doesn’t specify what the betamethasone
preparation was and we were using hetamethasone which is what was

used in this country, and in the UK you can only buy betamethasone

which is a solution.

Gamsu: This is why. of course, with the advice of Glaxo we chose the

three-dose rl:gim{:nj"m try to achieve the same sort of levels as the 12-

hourly regime that was used in New Zealand and also the placebo
that was used was the vehicle and has the same appearance as the
steroid that was used. And of course there’s a slight caveat about the
use of cortisone acetate as the placebo in the Liggins trial, in which

_ waylthd influence(if it did at all, one cannot say.
|l

F
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Universite de Paris], the fellow w is still |1u|1!.i~.|1i|'.1; on ‘beware, beware,” and

I cannor counter that.” I'm glad he's looking ar it, and I just think we have to

be vigilant and [?that?] those of us who spend more 1 with this have to keep

track I.IE. l|'|l.' -:Hll.l

Lilford: Since this is a history mecting, and while you have been talking abour
the early 1970s, I have been thinking back into the recesses of my own mind. 1
was a young doctor in Cape Town and news about this crossed the Indian
{Jcean and people were interested there. As [ can recall i, there seemed to be a

:I'!:il.l'.: 'i il .'I'I-I.':_'-' I.'-Il'.'."“- '-»'-'-'.iil.!. Il :l.'llll\'!"l'.'\.| |!:.' :'l'.:l'u:. not to !'.i".'l.' !'I;.L';.Il.".'l

antenatal steroids because their lungs were very mature. And so the idea thar
was being pur around then was that one sho test first to see if the lungs were
already marure. And the person who did that testing was me. 5o if somebody

v, then I would do an amniocentesis. We had a thing called

ubble rest and [ would take the fluid oft to a -.I|_1|,' roon .|_|',-LE | '.".'||'_||-;i mix I
with alcohol.” [ would shake it and then there was this chart on the wall where
the bubble density could be related to marturity. If there were more th

certain number of bubbles, then we could sately proceed with the deliv

£ : R .
next day. here weren'r, then we gave steroids. We would re-test owo days

later and if there were now bubbles we knew we could go ahead with delivery.

5 i ' 1 - H ¥ 5 N
S0 there must have been an r sclentific climare running at that time which
said that [?we should?] discriminate more before we shove these steroids in. Bur

1 [ i | 1 ¥ . T ¥
Hne of thi .I'Ql'.' raAn 1nto the sands, It |_:||_||'_':

ANY wWay | [NAl IO YOur €

Avery, I this the corpect

V. Bard ' H, Cle

Prof Lilford, could you -.".:.~.||||| on the bubble rese? Qur readers would find

Crest




Mrs Brenda Mullinger: At the time of the UK multicentre trial, | was working
for Glaxo and [ coordinated the trial in the UK.” Whar | wanted to sav relates

o whar Proftessor Crowley =zaid abour uptake.
|

coordinated the study afrer difterent clinicians had ..|1;'.'-"-.|~!u'1.2 Glaxo, we

OriEL
i

found thar we needed more centres to join the study, and so we did actually fe

41:1:4';.13-_—'11&411;’. [?,wprna-;lﬁ' other centres in the UK. } at the |1.1|'u'r1i.1.m'.'.'f 1

fwe got underway in mid-1975, but I was told by Dr Clive Dash,

Glaxo who unfortunately cannot be here, that many of the UK cent
Wene .||.1F1|::l.i.L!‘|L"L! '.-\'U'.li..!.':.l. :'.'i:l ||'!§.' 1 | _' ||L'L.’.‘|.;."'L' |:L'I- WElc .!!l'L'.i.LI.'.' |.|Z‘\-E"
betamethasone and they felt thar it wasn’t ethical to have control groups. So
that although vour ;2 mavbe was anly 10 per cent, certainly the research

At At OouEn L H Wl ni 1 PEI Cent, corialnty tne rescarch
centres, the sort of centres that might have joined the study, we

think abour using it by the mid-1970s in the LK.

O INterest [rom Some absee

the Medical Department of Gla

rment. Mavermal dares
available then
CSLIIMRTL
11966); Dubowitz e
:.!l.nrll'.:' the |'|.|I::|::!5; und condug long-term studies
recruitment and I-l!l--'-\-|:|l for the UK study). All the cling

| Em EA




.ﬂx'-.-'cr:,f: We have to think in terms of the 19705 versus the 1990s and up o
2000, because up unul the 1970s the control trials were very supportive of the
efficacy of prenaral glucocorricoids, bur that was an era when we didn't have
lots of babies under 800g, Mow the story is different. We have babies weighing
(0, -'||||;', and 800g, who are ;',:.".!il‘:‘,_" glucococorticoids, and we assumed that
they wouldn't have any serious roxicity. Bur along came Perra Huppi fre
(Geneva, who worked with us ar Harvard and had developed a great experience
with imaging studies of the brains of these babies. There is no question thar
lisre-.can Ba: white: macter . problems which: she has documented and
there can D owhlte mateer problems which shc has documented and
blished.” I'm not prepared to take 3 stand. Pm onlv savine this is one eroun
published.” I'm not prepared to take a stand, I'm only saying this is one group
where there could be toxiciry, and where we really don't know the cost—benefir
- R : : P L e
of accelerating the lung versus some white matter problems in the baby. This is
a new frontier, and [ just wanted to put this on the wable. I don’t know any

maore abourt it than 1 have jusr said.

Crowley: '|'--'f='-l:.:|'l all the systemartiBc trials we have |;{":~: an eye on
intraventricular haemorrhage (IVH) and periventricular leukomalacia (PVL).
There is good evidence thar these adverse outcomes are reduced by antenatal

use of early postnatal steroids is
associated wi in increased risk of adverse outcome. Antenatal steroids are

. . . i i i i i B i .
r‘llll;'\,:i‘.l.' | :ONATAL N l!ll'l-\.'t:‘-'. WNeiner you oK at the prain at

AUEOpSY Or with imaging technigues for PVL. Would vou agree with that, lane?

H&I'dlﬁg: If I could come back briefly to address Richard | _'-urd 5 point and

then go back to some of the reasons perhaps why steroids weren't used. I have

just dra the report of the 70cth Ross Conference on Paediatric

Research, which was [ think abour 1979, but [ don't have a date on the paper.




[From the floor: 1976]." It was one of the places where Mont Liggins
reported the outcomes of the Auckland trial. He also reports the ourcomes of

ratine in amniotc Auid before and after steroid trearme 1 poi |
atios In amniotc Huld betore and arrer scerold [rearment, anc points our thar

||1:.'.'.' don't -_h.|:1;'_=.' consistently, so that amniotc testing  for feral |;||-_f_{

maturation did not reflece clinical lung maruration. I was reminded of his

concluding paragraph, which is why I dragged it out:

We have not attempted to select patients on the basis of assessment of
pulmonary maturation from amniotic fluid analyses. In pregnancies beyond
{'i '-'-l.'-\.'k'\-. i:‘l L] i |||l' :!'\-l. el |;,"\-:_"|'."II|'.' .l_'\-\.:l:"\-'\- ! !:;1‘. % |-\.'-'.'-\._ 1
\.!I:'.'._L CASE Can |1:,' .'1|..-.|-_' "u-r ! '. ...l.:'."..-.-\.lll.l.*- :".!'- when '_i'_-_' :'l."\:l.:l'\ -::!‘.
amniocentesis indicate pulmon iarity. Before

likelthood of RDS 15 50 h I a mature pactern in amniotic flui

15 50 |::'-'~ ’.l: AT CrEATImEnT W |I|||-'.|'_ PO amniwecentesis 1s |-:._| Ay |::~.;;||_.'_,

S 1 i . . \ . 3 " ¥ f
a0 bac I"- '.I'-"-'l'-- they had considered the PRENOMCnon, ."|.'|:_‘| Ir'l_-,_i-.u_'._i the subjects to
'uIif'IlL'!'.ILILl; and concluded that It wasnt worth cong, CXCCPI i":L‘:I'

. + i
pregnancles mons i!‘:.’l.’l 24 WEeKS.

ld go back to the question of why, perhaps, uptake wasn't as widespread
as it might have been in the 1980s. | have asked both Ross and Mont quite
.lt‘--'.ll '-'~I|:-.' they ||1--l.|lt_',|:r that it ook so -..-:1-_', tor this rreatment to

3 1 i i |
COIME 1Nt '-'\-'--.il"-l"il.-'ln.i use, and they |'._ Il:-:l'. FIVENR mMe the same two !;;_'_'|:,';,;|

answers. | he first is that particularly in the UK, they felr, "Mothing good
could ca from the Colonies,” and the fact of where the trial was done was

e I bl 1 I
VETrY '.I'..il they DOLR sad 10 me was 1
many places the paediatricians were the people whi

since .’II-'.':'-' elt tha v could manage lune disease, t there was not really a

g G
s

problem, an 1e obstetricians were treading on their territories, or ar least on

sore T D (ed) Lumg Mars

tal glucocorticoid treatment: prevention of RDS by maternal

LW} ' 1§}

M fae Prevention of
|'x'.il-u" of the T0th Ross Confercnce on Pediacric Research

Columbus, OH: Ross Laboratories, 97=103 _:':|!:|:|i5;||l'.-:1 title differs from Ross Howie’s list]

Page number of quores?




: : s . : T
trial completed and published more than five years ago, that they can still find

the .L-|'_f_"L:|'|.g| raw paperwork? One of the most amazing things that I found in
reading around before roday s meenng, was to come across this paper by a Jane
Harding in the Ame v fournal ies and ':.l‘:.l'.'!'.-'-'-'l-"l':;__.' on just this
subject, published in 2001, and this is control trial data, and it has sat there all

thar rime.

Harding: Yes. I think there are a number of messages. One is the dara was sull

there and sull in a form that we could use, which I think is very impressive.

The second is that new questions have come up thar the urials weren't
necessarily designe answer at the time, bur it's rer v important that the
someone might like to comment on the length of
idy was done in 1996=-97
two journals, submitted to the
1999, and it was eventually

le who publish have some

1
CONIrIDUTE 0o

If I could just go onto the other issue that was raised, what abour the women
.

who get steroids and don't deliver? We have been concerned about this with
respect to the repeat steroid issue. There has been a multi-centre randomized
trial beine run by Caroline Crowther out of Adelaide for the last seven vears.

We hope ro finish recruiting this month. It includes 980 women, and we have

been doing huge detailed studies of the babies in Auckland, the second |-'=!";—'~;.'~:

centre recruiting to this trial. It occurred to us early on in thar trial chat we still

\!I:':.'\ (4] i'|\'".='.1! COrficosteroids of
FESPINATONY QISEASE L OChr

E;_l. o SOTS |I|_|




didn’t have good data about risks and benefits for that group [2:which??], the
group who don't stand to achieve the greatest benefic for the infanr and are
potentially ar the greatest risk. Once again we thought the dara wasn't our there
bur | ber it was in the original trial. Once again we were able to o back to the
original data, look specif it that group, write a2 new meta-analvsis which
has also been published after many rejecrions, after a very long time, which
showed, In Iact, :!1.I‘. |||:.'Il.' may |1:.' .:.E'- erse cliecrs

-ople need | womize them he new crialse. We were i e
people necd [0 randomilze them O e new trials. We were In 1act trying
help recruitment of the randomized trials. It ook so long o publish that.
E]'I.II'I.L It 5 |'1H;.] Very |:I'.|-;' effect on recruitment to '.!'_;- ',|':_;_|_ |||_:-_ the dara

caerh ol k r | » I :
nevertheless there. Yer anocher OUICOImE € [ Was not I':.'ll.".'.'rl'l{ il [ne rme

question has come up subsequently

HC}': Would Glaxo stll be able to find the dara?

Professor Harold Gamsu: Oh ves, | have all the

th'Iu'- all the dara sheers Il:_"..:_-u_' | weas :'1_.|'.1-!:~.-:; o d

his critical questions.
]

d ather study

Al
OWwands ;

Witncss Meeting.




PR} a - v TR - ¥ - T i
this because T know a littdle bir abour the history™ of the Nartional Women's
Hospirtal in Auckland and it doesn’t have a very good history itself in terms of
-:".!'.'.l.,w |||.',|'i.||\., S0 ! i.l--'. '.'-!'II:II.JI.'[I.';.j Wi IhL' |‘:iL ;.'|.'|! |'lr-_:1=_~.._|,|| I-ur this 1ri_'.| 1_=,i|__|

abour seeking consent and giving information to the parents of these babies.

Harding: I have to tell you | have never seen a detailed trial protocol. 1 have

seen the paper that went o the senior medical t commirtres and it does say
that women would be asked to cons ‘nt o randomization. It 1.|.;1.;'_|.| | ave |~;-{-!-_
verbal consent.” And like you and a number of other people, I wonde
= .l'..,.,.r.._. . T Pt e T . RS, /P T | [ | rrhar lars

el and now errect & [hnat :"."I..L'\"-\. L ar the rime. £ will talk Turther lat

am sure, but we have just completed the 30-yvear follow up of these babies, and
e T B e b g b e L e s [
one of the things that we had some concerns abourt 15 about how people would
react to being approached 30 years later abour a trial where we weren't sure
how informed the consent was.” We have been overwhelmingly impressed
with how positive people were about the trial. In the end we traced 72 per cent
of the original participants and a ; the « 30-vear-olds,

went back ro

- 5
Praf Jane H
i
i

1 ' } .
v e 4 romised in tHe-easlies
] “-1_:;;1-!“,... a Ponpmep— pysret

v the UK smdy was ment

record f'orms Lar

Lerrer to Dir Diag




their mothers and sometimes we traced the mothers rather than the children.
I'here were a few women who did nor recall being part of the trial. I think

that's not surprising given the circumstances. Remember thar the tocolytic used

during the first three vears of che trial was ethanol. TV ethanol was the tocolytic
used until about 1971." However, the vast majority of women did recall thar

they were in the trial and recalled it very positis ely. A number of the subjects,

the offspring, the children — now adults, I don't know how to call them
because of thar L|_:l:'}.'!:||_1.' carmme _15-:|1_~_~_ becaus: ||1:;_'. said their mothers wold
them ‘:|'.¢.':-' had o come. Iheir mothers were so grareful that [.:lr.-_‘.' had been praurt
of the trial, thar their preterm baby had survived as a result of this trial, as they
perceived it, and were very positive abour ir. That's a -ii:;_l-_rfr :.|:-_!-‘ ANSWET [0
your question. [ think consent reallv did happen, it was verbal consent, and the

f e [ 1 L 3 1
reaction ol 'Z!"_{ majority of pe '-|'-||.- mvolved was very positive 30 vears later

E

Mrs Gill Gyte: I am interested also in the women who were in the

Did you eet a similar sort of response. gars later?
you g

Harding: The vast majority of participants still do not know which group they
were in. 50 in terms of the 30-vear follow up, most of the people that came
along were convinced they had had steroids because r babies survived. and
we have done our best not to unblind them. because e think a further follow

; on T : PR .
up is going to be fairly critical for reasons thar we mighr talk about later. So

. Al Lo L o T 3 | " k bl
women simply know they were in a wial and have a surviving babv, because

:'I""-'il'l.:'«-i'-' W I.I--ZJ|'.I [ trace ':CII.' IMOTNET LIk E-,I,:,"_;_'- '-\.‘.'E!.- \_l;l_l NOT SUrvive,

butamaol
PR L0 S[ANCdandize one LI Management |i.l:!| |!::|L'\-
0 developed by Glaxo,” E-mail to Dr Daphne Christie, |

iiare 20NG
AIary 00,




the adults, and in fact things haven't turned out thar way, but that's still

available for people to do if they would like to

Hey: Because people are still asking the questions: "Does it work in twins? or

‘Should vou give it in mothers with hypertensions

Gamsu: Our numbers, «

HE':,': 50 are eve rhody s, bur if peopie
can be analvsed thar has not Vet been done

Would the NIH people share their data?

.-ﬂ'x'-’ﬂr}"; | have no idea.

i

Gamsu: May [ ask a question about this study by Newnham and Co? My

- : - S 1 : : iy
feeling is that it is animals, but could vou tell v tle because 11

sounds very significant of 1t's not ar

5 i |
Brocklehurst: I cannort tell you very much more, | heard 1t prese
in Glasgow abour six we g0, but | have seen nothing in the press

crion 15 thar it was in : als, but we'll be able explore this

i 1 = w1 g e - . | [ el
leld ar the Scornsh Exhil nd Confer , Gilasy w. He presented resulis

from human and animal smudies where in | been exposed roids before birth. S«
| ot by Die Marg

M&.OrE. kKl pre




when the study is published.™ Having tried to do one of the large t
multiple courses of steroids, I think one of the issues with clinicians about the

use af J:1!'.|'.|E~|,:-- courses of steroids is thar their threshold for starting antenatal

steroids is lower, because if they are wrong, and the woman doesn’t deliver
SO0, Ih-.'}' have felt that they can .z|\".'.|:.'~. L» a second course. If |1-.'-c:-3'-]<.' are
restricted to giving a single course of steroids they may delay starting until there
15 stronger evidence, if you like, of impendir g preterm birth. So the g ups of
women selected into these trials is likely to be quite different from the multiple

steroids group and that will make the interpretation of the results interesting

Lilfard: I recently had a debate with my 14-yvear-old daughter Philippa about
sether hi is i ' i hisihier i
whether history is just an interesting thing to read, or whether it helps us
our | . Listening to Jane speak ma |
-’{'-I!-‘- are occasions whnen ! v has a lesson for the |
wut finding ¢ records has been very ir ing, b ect that many

people in this room were amazed thar vou really i those source
e ] e LlEsd . 26 T 1
materials atter 30 years, thar vou could find the trial documents and =0 an

When |[.IF-:'|I.] Ciamsu maowves the LI"\.I.'I'I'.;'l'_:\. :l||-|1'_ his ||!'-|,_-;-_ eaodness Ln._.-_-_-n,

where th v might go. 50 the lesson thar we m want to learn from this is the

IMportance oF some sort of systemaric I.'-i.il.1 foip- |:'__|';i\':_- for tr O Elan _-|:--“|

I don't know if you mi; it to comment. | know that the Economic and

Social Research Council (ESR( rchive their most precious data and build the
cost of so doing into the grant. The more 1 hear the more 1 think this m

er of some urgency

I'he Economic 4 3ocial Dara Servi SE¥S) Ohualic

-

I

4
|
1

by the UK Dara Archive (UKDA) ar the Universiey of
e of social sci nes qu II

ral data in




Gﬂmju: | agree '.'.'_:;'] _‘.'-.:".I. .IHZ‘.I:' COSE 06 a 'lEIi:I.t'_ i‘- '\.I:-].-i.:\""‘. «.I..'-'~'.I._'."- ii'l"-"."“\.'l-.i il'l '=|'|‘:.'

cost of salaries, particularly nurses, of course, because they have to be there all

the time.

Hey: And at nighr as well. |']1q'j~' are now -,\'Etc'.l-.x'. to have only one baby in

their care.

Mugford: We can say that over the last 20 years the resources dew:
neonatal intensive care, vou had a different seminar on this subject

looked ar the living witness results on [#rranscript off?] thatr seminar — bur
[*what has ex led* having i ..1||_ 1o a1 | ~ LEr T —
[Pwhat has expanded?]having incredibly expanded and there are very many
more nurses, doctors, ventilators and technigues for the care of preterm babies

than there were 20 years ago

Hey: | think we shall mov ralj on, because we exa

i ¥ Wi &
Et.'\-.'.'I!'-\.h nio E"IF...:I-\.:.'. I LT EOh TN 10 sk 131N o ;."\.i"l-i.ll now 1T Cal
he ~F . F 8 L g rereien afF Patrr o y gt larei late
Nne Cnose (o Use J vy Car CTSI0N OF I"ALTICIa § IMCTaA-ANalysls as LAl as
d 'I_i[1'||._' ‘.‘.'h'.'l'l I|'|i.'!'l._' Were twice as many trals involved Iin

Cochrane Center logo

Chalmers: It's good thar Parricia Crowley has .|=.|:.=.r.'i:- describe e of

history. Given that | am going vo be ralking abour the Cochrane logo, [ m
as well start with Archie Cochrane, whose famous book

'.I'-'.I.E.i.:".'l-i-'.'.' L -'.'I:. IHIFRS On N P SETRIOET Wils i"|!.'.




. - - —_ B . I . - d . i i J |
it in 1973 and it anged my life!” In spite of the fact that | had been licensed

to kill' six years earlier after studying ar the Middlesex Hospital Medical
School, London, to qualify as a doctor, I had not previously been aware of the
[erm I!-llhlll'l'liir:.'-.f controlled EI!.IE RCTY. '(.lll,l':'.'l:]l,,' -E'|-,'-‘\'.'{'l.i_ me |]||'.\. | mignt
-LLIiLl'I.j;.Lul[L' .!:11-.-.'I:=._“ !.":l.'lll'l'l?"-!:_; 1le x:i:l:.,'J‘: :||'|:_| Ons ,||'m|1{ reatments; a cominon
situation faced by me and other junior doctors, and it was after readi g
Cochrane’s book that 1 started to collect reports of RCTs. A librarian in
Cardiff, Steve Pricchard, designed a Medline search to lentify these studies for
me, and ] started I':Il[i:lg_‘: '||':|l\|; I my -.|'|-.-\';_|| area .|:'. Interest |'|:_-|i;;_|:_|: care)
Illllii'::-_; my I'.'.Il.lil'.F of journals and books

In 1976, because it was clear that this was an insufficiently systemartic method
of finding reports of RCTs, 1 outlined a plan for using a more systemaric

approach both for finding published reports, and for identifving unpublished

studies (because biased unde: reporting of RCTs means th
f

studies tend o have less dramaric results than those thar get into print). This

i
(]!

n, which was set outr in a letter to Martin Richards. a psvchologist in

Cambridge, also stated an ention to use statistical svnthesis of the
similar by separate studies
negatives) In est

happened to be ser

was intraduced by the American social scientist Gene O 355,

The tirst opportunity that I took to do 2 systemaric review using meta-analysis
related to different ways of monitoring babies during labour. Electronic fetal
heart rate monitoring had been introduced in obstetrics not long previously,
sometimes accompanied by feral scalp blood sampling to assess fetal acid-base
status, particularly if the heart rate trace had raised concerns. It was being

511 El:'l.l |1:-’ some people that Iha_wl.' Maore i.‘r.-;-:'l*-i".n_' .".IL'.!'::I-:_E'\-. L-I. .::III'.1P. LLITY




Apart from power, | think that vested interests, empire building and struggles
and political comperition between trusts were barriers — this was the time of the
purchaser-provider split and market competition was a really important issue
around 1995/6. The main barrier was fear of something going horrendously
wrong. People would then distort their perception of the evidence and
1.'igwrn|,|x]}' resist on ':wi:1§: told to do x:-rn-.'l:'r_l'.-:', that '.hr:.' didn’t think was safe
to do, regardless of the evidence. After about six months the staff went through
a series of educarional events ar this parricular hospiral and evenrually decided
to start to introduce ECV and as far as [ know it is now common policy. But
we couldn’t make them do it, they had to decide 1o do it themselves, and they
had ro take their clinicians with them. | think it was a ;'v.u!_'!!::| and difficult

|'|:1'-LL"-:1 1ol |!'|i.'!:'. EVENYONE.

May I just mention the
Don'c expect this sort of study to ger it into the Brieish Medical Jowrnal It
won't be accepted. Secondly, advocares are really important when it comes to

gerting guidelines adopted and [ think opinion leaders are really important
within institutions, but the important thing is that the guidelines have got o
be wrirten in such a way to be usable, understandable and accessible to those
'L".'l'.ll AlC illlili..‘,: 44 '.|'|'.|1||.'r':':i.'|2| E!:".'."l':. E

i |

criteria. Another important agent for change are the users, and if you have

women asking these sorts of questions, after a while people do get a bi

I [ . . J 3 i
SMDArrassed COITHINE Uy '-‘-:i!‘i '.l!«'. SAIME AnsWers thnat l..-\..'l.'!'-\.' WL |"i.' ‘-:H"l‘:'-l'll.'L

by evidence or by colleagues. 1 would like 1o see women users being far more
involved in ways in which we can encourage the implementation of best

practice. I am not surprised that there was no sign of managers actually

= : 1 ' 1 q* d [l - el
implementing any change in Richard’s study. It's a scary business. There was

blood all over the carpet when we were dealing with the ECV meetings, and it

required somebody - like the users who were tough, or somebody like me
who's a public health specialist and who has been a2 GP and is not afraid of
consultants — to hold the line if necessary. Managers cannot do that, and |

don't think we should expect them rto. | think it’s exceedingly difficulr. The




mast important barrier, the most important influence 1o achieve change, is the
P;,-|'v.-|‘..=:| experience of the person |::.|5-».::'.g_: the clinical decision. When new
interventions are being rolled our we must encourage people to be art the centre
of it, so they get feedback of the positive results. Then it is much easier o get

-hELm;:c .:IE".|||.L'I'|'|I_'['I'.L'I.|.

Hey: Thart rings true for a lot of us, I think. You went over time, but I think
you said somet ‘.i.Hg; Very i|1'_|1-.-:l.=.nr. 1‘-.";';_- are ],wc-:::'njing o get very Iig;\ 1 :'nr time
and so | am going to ask Stephen Har ney to speak next. But Harold [Gamsul,
while you were out of the room we did hear thar quite a lot of units said thar
they couldn't join your trial, because they were already using it so widely and
(; that occurred ar the time when in actual fact we know :|':.=.Iﬁl.'x~ than 6 per cent
“were re ally using steroids nationally |. Did being involved in the crials

themselves influence the centres? Did the centres that had been involved in the

take up the outcome of thar research more than those who only read

Gamsu: | don’t know the answer to that | am afraid. We didn’t follow that

nt up, but as far as [ know Brenda Mullinger might know something about
IT. l'L” I can Sy is that f.!‘:-:.'.‘«:.' were local reasons thar indicated Agamnst I,|‘:|_' use :'||-
steroids. There was quite a lot of gossip about this and we have heard some
examples of this today. The risk of infection especially in ruprured membranes,
and the unexplained deaths in hypertensive women from Liggins's original
I'l.'|"I'II ‘t'-'l‘:il.h |'.:!':'.§'|.I our o |'|-_ x.i'-g'_!'|n|!~.

=
|

he other thing that | found was infl
risk of pulmonary oed

steroid therapy. In fact it was a complication of tocolytic agents that were used.

especially when those agents were given in large volumes of fluid. As far as |

= 5

know, steroids 1_;:.'.': n alone ﬁa;'ﬂ:' -nn'."-'ﬁ'.‘-.’:'i."_'?'rt-?':'rg‘:'r.'!'r'.fv-:mx-H":|id not result in

pulmonary cedema. So [ think we had quite a lot of persuading to do even in




those places thar accepted thar they would be in the trial. | know thar Brenda
?‘-.:u”i:]:_r.:-r and Clive Dash from Glaxo had a lot of -.:.:|I-hll..|:-.' !—i-'.a"'l'.l'.!_:‘ the
momentum up, trying ‘..:xlll._'._l'l.li[ \.'.':'-:11r.':1_,_-q;‘;'ff'. thouph -+ were-reaching
thevotunteerss As you possibly remember from the paper, 60 per cent of the

cases came from partients whe were recruited from three ho

khesb just pur it away.

Hanney: We at Brunel have been looking ar the benefits from health research
1.|::'| ;i.]""!'-l'. [EN VEars mow, .I:'II.I Ii'!'.' |'|.!|".i..'|'.|..|._ sircam ll[. ".".'I:III'C. LECMSE [0 Uus o -..:."|'|;.'

been one of the most interesting. and [that] | have worked on 1 with Miranda,

Martin Buxton and Jonathan Grant. | apologize for checking my notes from

time to time, because I am trying to pick up what various people have said
e - .

today in what [ think is an interesting session,

For instance, John [Hayward], we at least read your work. There is a paper thar

sets out most of this in detail in press and will be published in Social S

and Medicine. " | will just highlight all the key poines for now. Perhaps it's just

H . . R il 1 -
II.!I!"' 4 minure, ROIng YT OV ._'-:"-.I«.I-. [TAMCWOIK 50 :nl".l Can SCC

how we tried to drop this stream of w y 2 trame [*model?| thar we had
already developed. Apologies to those who have already heard this many
betore. Basically, there are two aspects 1o our payback framework:
multidimensional categorization of : ] | =xamine how they

arrive. | he caregories which we

targeting of future research and building research capacity; better informing

policies, with the rerm policies being widely interpreted; health gain and
benefits to the health sector; and the broad economic benefits, There's a series
of stages in the model in which we think these various benefits can be
identified. A key feature of our model is to attemprt to identify acrual levels of
uptake so that we can then say what the benefit has been, and this, of course,

lI:I!w-.\ WILH previous I.!I\L'.I'\-.-.'I'IN.




There's always a problem when doing this type of analysis as 1o where you
start. Various initial presentations today showed clearly thar research builds on
previous research etc.,, and so whenever one makes [*chooses?] a start[ing]
point, it is always artificial. On the other hand I do chinl

discussions [:’[:ld'&}'?_!. and whar Mary Ellen SaYs, does prc:-'!.'idl.- [?has pmriglul}!

the narire of :l'l:,'

a realistic basis for saying we will start by looking at the work of Liggins and

Howie. In reems of knowledge production clearly the 1969 paper from Liggins,
[and] the 1972 paper from Liggins and Howie, were very important. ™ Tl

are lots of weaknesses in citation analvsis, bur it does indicare whether |1-_-._~--|;_-

have taken notice, and these are two very highly cited papers, especially the

1972 paper which has been cited over 1200 times.

There has been some bibliometric analysis in this field undertaken by the
I'IIIIIJ-\.:'-' I-.-f'lll. .!'IIL':':.' Al '.I‘IL' "‘n.":.l:.':ll.lllt:.' I st 'l‘.-.'lf'llll,.;"\. .t_'||;,"||;:.,|‘,i-||'_-\ -;'-I. papers wer
traced backwards and showed again thar this was the most important work in
this field in several generarions. Clearly knowledge production [is] very high. In

terms Of alfecting Muture research, again citations indicace thar it has influenced

I:'I'I'.Il.'|1 :~;.1|!Hr.'l.='.|l:':ll WOork. It s also interesting that v of the other pleces of

work, rrials erc., acrually start w a reference 1o the work of Liggins and

Howie, which again [ think emphasizes their importance for further work. And

it'’s also been mentioned that Ross Howie felt that further trial

undertaken rather than necessarily savi hat neople should

| should act on the
. - i ) : \ :
.I!hli:'l'-_','- Mevertheless, there was QUITE an ;;|II__-_!.,|_' 1 S0me ;1!,|__.._~._ on the basis of
k 1 I

this very important trial and the ensuing publications from it. In the UK the

ANCY Wrote: d the it the elecironic record of
refore | caleulared this figure from the post-1981 electronic data plus hard copics
from earlier years E|.|:::.-.':' ns had an article in the
s tions bor the 1972 paper
Ircady 565.° MNote on draft tran Lig
?‘-:.Ihi: 1982 freely availa

1982 E3TEOOO0 ] . el f
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Mullinger B. (1995) Keeping up with change in clinical research. Parts I and 11.
Pharmaceutical Physician 7(2):24-30 and 7(3): 40-46.
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Mrs Brenda Mullinger

BSc (b. 1949) graduated from Southampton University. She was a clinical research
associate in the UK (Glaxo 1972-81) and Canada (Squibb 1982-85). Working with Dr

Clive Dash, in the 1970s she coordinated the UK trial of antenatal steroids for the
prevention of RDS (see Gamsu et al 1989). She subsequently moved into medical
writing and editing, working as an independent freelance (see, for example, Mullinger
1995) before joining a healthcare communications agency. Most recently she has been
appointed as postgraduate research coordinator for the European School of
Osteopathy, Maidstone, Kent.




He was Drirccror of Public Health in
Mewham, London, from 2002 unul

200x. See Hayward (2001).
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD
www.uclacuk/histmed = +44 (0) 20 7679 §100

Professor Jim Neillson FRCOG
Department of Obstetrics & Gynaccology
University of Liverpool

LIVERPOOL LG9 3BX

25 March 2004

Dear Professor Meilson

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2,00 pm = 6.00 pm

The Wellcome Trust Centre's History of Twentieth Century Medicine Group 15 organising a
Witness Seminar on *Prenatal corticosteroids for reducing morbidity and montality associated
with preterm birth’ on Tuesday 15™ June 2004, from 2.00pm = 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair

the meeting and Sir laim Chalmers 15 assising us i the organisation

Sir lain Chalmers has recommended that we invite you to this meeting and we would be

I.E.L'll:‘:'llli.'{i o I:-.JIH'L. :-.l.'ll'. JOIN US

I'hese seminars address issues of medical-historical interest in the latter hall of the twentieth
century, focusing on British contributions. We invite wiinesses of particular evenls ol
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address

questions such as “What was it like at the time?”, “Why did things happen the way they did?”

This is a particularly fruitful way of generating interest in, and providing matenal sources for,

the study of significant events in recent medical history. | enclose a copy of the introduction
to the first volume of our published transcripts, which will tell vou a little more about these

seminars, and a flyer of our recent publications to illustrate the range of topics we cover

Continued Page 2

The Wellcome Trust Centre for the History of Medicine a1 University College London is funded by the Wellcome Trusi

wihich 15 4 registered chanty, no. 210183, Histmed logo images counlesy Wellcome Lifwrary, London




We are in the process of inviting semor scientists, clhimeans, and representalives from

relevant organisations to attend the meeting and hope to promote a hively discussion.

We will be providing further details in due course and would particularly appreciate, at th

stage, sugeestions of possible participants
| look forward 1o he i TRaET Vol 1 do hope vou will be able WA
1 ook torward 1o hearing Irom vou and do hope you will be abic o acce

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey




THE UNIVERSITY
of LIVERPOOL

| P Meilson, BSc, M, FROOG
Frofowsor of Obstetricos and

Leymmecobogy Heael of |r|'||.|.'|'|.|'r|r

Department of Obseirics and Gynaecology

29 March 2004

Professor James P MNeilson thanks Dr Daphne Christie for her kind invitation to the
Wellcome Trust's History of Twentieth Cenlury Medicine Group Witness Seminar
Pranatal corticosteroids for reducing morbidity and mortality associated with preterm
birth to be held on Tuesday 15 June 2004

He regrets, however, that owing to a previous business engagement he must decline
her kind invitation.




Dr D Christie

The Wellcome Trust Cenire
for the History of Medicine

University College London

24 Evershold Street

London
MNW1 1AD




Wendy Kutner
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Professor Ann Oakley Dr Daphne Christie
Director Lehristieialucl. ac.uk

Social Science Research Unit
Institute of Education
University of London

20 Bedford Way

London WCI1H OAL

19th March 2004

Dear Professor Oakley

The Wellcome Trust’'s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004

2.00 pm = 6.00 pm

The Wellcome Trust Centre’s History of Twentieth Century Medicine Group is organising a
Witness Seminar on ‘Prenatal corticosteroids for reducing morbidity and mortality associated
with preterm birth’ on Tuesday 15™ June 2004, from 2.00pm = 6.00pm, in The Wellcome
Building, 183 Euston Road, London NW1 2BE. Dr Edmund Hey has kindly agreed to chair
the meeting and Sir lain Chalmers is assisting us in the organisation

Sir [ain Chalmers has recommended that we invite you to this meeting and we would be
delighted to have you join us.

These seminars address issues of medical-historical interest in the latter half of the twentieth
century, focusing on British contributions. We invite witnesses of particular events or
developments to reminisce, discuss and debate between themselves, in a chairman-led
meeting and with an audience of historians, scientists, clinicians and others, most of whom
also contribute with questions, comments and their own reminiscences. The proceedings are
recorded, transcribed and prepared for possible publication. Throughout we address
questions such as “What was it like at the time?”, “Why did things happen the way they did?”
This is a particularly fruitful way of generating interest in, and providing material sources for,
the study of significant events in recent medical history. [ enclose a copy of the introduction
to the first volume of our published transcripts, which will tell you a little more about these
seminars, and a flyer of our recent publications to illustrate the range of topics we cover.

Continued/... Page 2




We are in the process of inviting senior scientists, clinicians, and representatives from
relevant organisations to attend the meeting and hope to promote a lively discussion

We will be providing further details in due course and would particularly appreciate, at this

stage, suggestions of possible participants.

I look forward to hearing from vou and do hope you will be able to accept this invitation.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

ENCs.
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The Wellcome Trust Centre
for the History of Medicine @ _——_
at University College London [U(CIL

24 Eversholt Street » London = MW 1AD

BT %100

www.uclac.uk/Mistmed = +44 () 20

Professor Ann Oakley Dr Daphne Christie
Director, Social Science Research Unit

Instnuie of Education

University of London

20 Bedford Way

London WCIH OAl

26 April 2004

Dear Professor Oakley

The Wellcome Trust’s History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
associated with preterm birth

Tuesday 15" June 2004, 2pm—6pm

We are delighted that vou are able to attend the above meeting and are happy 1o tell
plans are proceeding well. A copy of our publicity material is enclosed and |

you a dralt programme in due course. A full attendance hist will be avanlable at the meeting
We will be asking some participants to “'start the ball rolling™ by saying a few words o
speciiic subjects, as we like to prime a few people to lead off the discussions., .I.|.|:'-"i.._. h there
will be ample opportunity to contribute throughout the meeting. We do not show slides o
overheads at the meetings, as we wish to encourage informal interchange and conversation
[f however, vou would like any material to be available to the andience, we could photocops
a diagram or article for you, and leave a copy on every chair

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 5106 1l you

have any guerics prior 1o the meeting,
We very much look forward to seeing you at the meeting.

Y ours sincerely

Dr Daphne Christic
Senior Research Assistant to Dr Tilli Tansey

(5] ] 1%
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street * London = NW1 1AD

wwwweucLac.uk/histmed = 44 (03 20 7679 5100

Professor Ann Oakley
Director, Social Science
Institute of Education
University of Londm
20 Bediord Way
London WO LH OAl

16 June 2004

Dear Professor Oakley

The Welleome Trust History of Twentieth Century Medicine Group
Witness Seminar: Prenatal corticosteroids Tor reducing morbidity
and mortality associated with pretern birth

May [ say on behalf of The History of Twentieth Century Medicine ¢ Iroup and the co
orgamser. how grateful we are 1o yvou for vour contributions 1o vesterday’s meetiing? Qi
really was a splendid occasion, and we hope that you enjoved 1t as much as those of us

who were observers

AS IMENONCA 1N Previous COrm "'\-|||.'|.|LI.'||I\.\,I\.\, and at the meeting, the aped pro cedmees ol
b i LT W I ivesini s 1l o 3 - r " I | | T s I e ATy Firsi
L T |||_.. WAL THOWY e SEET0 OF LRANSCTTREC IO, amc We mopse O Nave o dra IMAnNUsSCript 1o
send vou in about six months time for vour comments. Ultimately we intend 1o [u Wish

: ;
an edited version of the proceedings, and vou will be sent a copyright assignment form

and tinal proof before publication

Y ours sincerely

(.(;}r:-ﬁ]'g_»-—uh @L_.'_"?{_ T
L r____:-'—'- 5

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

or the History ol Medicine at University College
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Prenaral Corticosteraids for R;'du{in!'-‘ f".-1'.,:|:|:9-||_|||_:|.' and f".‘illl!.||il:|."

indeed before surviving, and the anxiety that goes with that, those

things haven’t been made explicit and I suspect that if, we had hoped

[]'I.:lr f!':ﬂ,:l.'f_' Lﬁ'(]llid II,'I"L‘ 4 WOITAn I:IL‘TL' ‘p’:-"l'ln I'.Iﬂf_{ Il,'l;_'I:_'I".'I:_"d C{'lr'[ilfl:]f[t,'rl:'lif_{ﬁ.l
now [ don’t know what her history was at all, but I was certainly quite
impressed by Barbara Stocking, who is now chief executive of
OXFAM, saying that in her first pregnancy she delivered prematurely
and her son went through a really rough time, she read Patricia’s
systemaric review and in her second pregnancy she insisted that she
should have steroids if she went into preterm labour again. She
became a big advocate, and I have come across more than one
mother, maybe Gill Gyte can enlighten us here, they have lobbied to
have this, because they as parents actually think this is important,
obviously because they are worried about their children, but so that

F.hr:}r' can perhaps have less to worry about themselves.

Gyte: [ don’t have any personal experience of antenaral classes, but I
do not NTT does lobby very much to implement evidence, generally

in terms to in'|[:|||:m<:|1l evidence-based care.

Oakley: This is slightly beside the point, or perhaps not, because I
think this issue of the role of the users of health services and the
CXcne oo "n‘l"hil..-h 1.]“.‘}" areg Ll.l:l'[]:!]'lﬁ_{]llg l"'n'-l{ii_.'l'l[:tf' i!\' a ".'f.'l.—]." ]Jl’!P”r‘:il”[ onc
and it's something thar we need to know more about. Bur of course
one of the problems with that, or one of the issues in that area, is that
first of all the P*H'rh‘ﬁ.“l' needs to be dissuaded from the belief that

experts know whart they are doing. I remember one of, the early




Prenaral Corticosteroids for Reducing Morbidiny and Mortality

projects that I worked on in 1974 involved an observarional study of
an antenatal clinic at a hospital in London which has of course got to
be nameless, and I hung around this clinic for about a year observing

what the doctors were doing, asd [ was absolutely :l.u[L::Ji.h]J:JLgrLrWL my

s LM
second week, Fihigk there was a changeover themaest junior doctors,
i = “

and two of them came to me and they asked me what consultant X
would recommend in a particular case, because they didn’t know
what they were supposed to be doing because they hadn't mer their
consultant yet. [ didn’t realize that the eight different consultants who
ran this clinic all had different policies. [meamrwhrar | was doingwms—

learning what those policies were, bat then I was passing on this

information to the junior members of their ream, so that they could
also practice non-evidence-based medicine. That was a long time ago,
but I think it is still the case that many people believe that docrors
and other experts ]-'.I'LUW,_l'.-'l'l;l[,.,T|1<.'}"§d_F doing. So another issue in all of
this is abourt the Epmmﬁﬁnﬁm peeplecimeeneral i society
.-f.
understanding that cxpurtsf\i icluding those in other fields, and I spend
a lot of my time at the moment with professors of education who
b
don’t believe in systematic reviews of the evidencg. Base=t is abour the
role of the expert, and the relationship between research, evidence and

the evidence amd-tesm of policy across a whole lot of different sectors.

Crowley: In 1985 as an obstetric senior registrar, | inherited a
WIOITIarn ‘.'.'I:]U' wWas ]'I.:'I,"l."i”g an '.1I:Hi ]‘J.’!L"l‘[li]lt']‘l:i;;ﬂ ar _%_‘ "r‘l"ﬂ:'i:k‘r as Wc
thought, and we thought she was 37 wecks because the registrar who

did her first antenatal visit had made a mistake about her dates. She

was in fact 33 weeks and I delivered the baby in consultation with the




Biographical note

Ann Oakley is Professor of Sociology and Social Policy and Director of the Social

Science Research Unit at the University of London Institute of Education. She has
been invalved in health services research for many vears, and has a particular interest
in the evaluation of social interventions, methodology, and the experiences of health

SEIVICE LSers.

Date of birth

17 January 1944

Major appointments

1974-1979

1979-1980

1980-1983

1983-1984

1985-1990

1980-

1991-
1996-

2001-

Research Officer, Deparlment of Sociclogy, Bedford College,
University of Landon

Consultant to the National Perinatal Epidemiology Unit, University of
Oxford.

Wellcome Research Fellow, Mational Perinatal Epidemiclogy Unit
University of Oxford

Senior Research Officer, MNational Perinatal Epidemiology Unil
University of Oxford

Deputy Director, Thomas Coram Research Unit, University of London
Insfitute of Education

Director, Social Science Research Unit, University of London Institute
of Education

Professor of Sociclogy and Social Policy, University of London
Honorary Professor in Social Sciences, Division of Public Health
Medicine, Institute of Child Health, University College, London
Honorary Fellow, Somerville College, University of Oxford




THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT
Witness seminars are intended o address issues of medical-historical interese in the latter half of the

twentieth century. The entire [1rl:'ll'.i'{'L|.|er.:\ are recorded and transcribed by the Wellcome Truse with a

VIEW [0 pl.||:|:¢.|l|n11 to generate interest in, and |1::|-.-Ec||_- material sources for, the study of significant evenrs

1IN recent J11I.'I.{Il..'t| |!i-[-.=-:".' AR L-.l|'ﬂ.'| iF||r in .||'.|.'-_}'||'|E: you 'k.-.l-v.l -.ll.lrl ng the |1||:-|. l.'-_'-:|!||::_~. E!;||:|||:_l1~. o Yol

(copyright in the recording of the procesdings belonging to the Wellcome Trust), we would be grareful if
you would esmplete this form to enable the Wellcome Trust to use vour contribution in the manner and
Fn:\r [I‘Ll.' |1-L:r|1-u.~.:'.~ |:I:I[|i'||.'|.1 .:|!||:-'-.{'_

LRI + Lo B R T
1. NAME Professor Ann Qakley

2. ADDRESS
Director, Social Science Research Unir,
Institute of Education
University of London
20 Bedford Way
London WCIH 0AL

3. WITNESS SEMINAR: Prenaral Corticosteroids for Reducing Morbidity and Mortality
15 _Il:l:!ll.' 20004

4. ASSIGNMENT

[ confirm thar I am the author and |;.f.‘_.1| owner of my contribution to the procecdings af the Witness
Seminar and of any comments | may have made on any draft transcript (“my Contribution”), and 1
-E"-‘\-i‘l.'l'l to the Trustee of the Wellcome Trust (“the Trust”™) the .,n:1|'-1.'r|1:||'_ in my Conrribution.

SOUND RECORDING

| confirm that the entire copyright and all other rights in the sound recording made of my
Contribution II":-' the Trust ar the Witness Seminar (“the Sound |h‘k-:|r|,||:|!_;"| and the transe ript made
of the Sound |11.':'|.:|rd|:1!: lwh:—ny_ to the Trust for the full P._'|||'u,| of ._-_||'|_1.':i_|_1|'|'_ Til ||-'-:|'-|I_L1 all renewals

and extensions,
PUBLICATION

dLEnowlodge the 1Ig|ll af the Trust as assignee of the o Oy ||t_"||| in my Contnbunon to |'||||'|||-L|'_ my
Contribution in wheole or in part.

I acknowledge the right of the editor of any publication of my Contribution to edit my Contribution
provided that my approval of any k|l-i||:.:l"~ made |:1:.' the editor will be obrained (such -"j'l"“"-'l not 1w

be uurr.!--:lr'-,||1|_1.' withheld).
USE OF MY CONTRIBUTION

| reserve the F!§.',|'If 0 make use of my "\:HHI:FE]HLIIHH. I"l.[l'-':llt_[ fir'xl abrained the permission of the Truse
tor me to do so (such permission not to be unreasonably withheld) and [ confirm thar in any such
use | will geknowledee che Trust.

e B gt

v




Lois Reynolds

From:
Sent:
To:
Subject:

E]

wirepbit.doc

Diear Lois Reynolds
report. The bits abour me are fine. You suggested an additional note for pp 18

thanks for the proof copy of this

Ann Oakley [A.Oakley @ioe.ac.uk]
22 August 2005 15:34

|.reynolds @ucl.ac.uk

wellcome trust report

19: T attach some text vou could use. Please ler me know if vou need .1r1x':|~.'.n:.'_ else.

Ann U.akzc}'




From the late 1960s for some 20 years staff at the National Women's Hospital
carried out an uncontrolled experiment examining the natural history of
untreated cervical cancer. Some women with abnormal smears were left
untreated, and outcomes in this group were compared with those in treated
women. Smears were also taken from newborn babies. The experiment
lacked a scientific research design since there was no proper control group,
and there was no provision for informed consent. The scandal of the
experiment was exposed by two journalists (Coney 1988) and there was a
public inquiry (Cartwright Report 1988).

Coney S (1988) The Unfortunate Experiment. Auckland: Penguin Books

Cartwright Report (1988) The Report of the Commitiee of Inquiry into
Allegations Concerning the Treatment of Cervical Cancer at National
Women's Hospital and Into other Related Matters. Auckland: Government
Printing Office.
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Dedicated to Health Professionals in New Zealand

N & Overscas
Vacancies

Looking back at the 1987 Cervical Cancer
Inquiry

The Auckland Women's Health Council (AWHC) would like to respond to the
article by Barbara Heslop entitled “All abour research’—looking back ai the 1957
Cervical Cancer Inguiry, which appeared in the NZMJ on 6 August 2004

l 1 A NEDN AT 1 17=1 E9 i ).

The article is of considerable concern to AWHC members as it represents a
misguided attempt to rewrite history and casts doubt on a significant event in the
history of the medical profession and the development of patient rights. The
AWHC has among its members women who sat through the whole Inguiry into the
Treatment of Cervical Cancer at Mational Women's Hospital as well as others who
gave evidence or attended some of the sessions The AWHC was formed at the
beginning of 1988 and has always had a special interest in the issues that arose
during what has become known as the Cartwright Inguiry

Ower the past 16 years, the Council has been actively involved in the
implementation of the recommendations contained in the Report of the Cervical
Cancer Inquiry including actively supporting the establishment and ongoing
development of the Mational Cervical Screening Programme, the establishment of
the office of the Health and Disability Commissioner, the development of the Code
of Rights, and the nationwide patient advocacy system.

It is simply not possible to respond in the form of a letter to the editor to the number
of unsubstantiated claims in Barbara Heslop's anticle. Most of the claims made in
the article are in fact refuted in both the Cartwright Report and Sandra Coney s
book, The Unfortunare Experiment. The AWHC would also draw attention to the
fact that the 5000 pages of evidence contaned in the transcripts of the Inquiry are
also publicly available and prove that the issues Ms Heslop raised were all
thoroughly canvassed during the Inquiry

For example, it was irrefutably demonstrated at the Inquiry that there were medical
researchers both here in Mew Zealand and throughow the world who not only knew
about ““the unforunate experiment” that was underway at National Women's
Hospital but that during the 19605 and 1970s some of them acwally visited the
hospital and met with Herbert Green. Many in the medical research community
were horrified by their obzervanons durning their visits, and word of what was going
on spread far and wide among the research community. People like Ralph Richan
openly challenged Green at international symposia.

It simply isn't true that Professor Green worked in isolation. The evidence
presented duning the Inguiry revealed that he was in fact supported in his views by
other senior doctors at the hospital—Bonham, Jamieson, and Liggins,

The AWHC would also point out that Bill Mclndoe and Jock Mclean were not as
ignorant as Ms Heslop atternpts 1o make them. It was demonstrated very clearly at
the Inquiry that, contrary to Ms Heslop's assertion that neither man “had given
much serious thought to scientific hypotheses,” both knew exactly what they were
doing and had spent decades fighting Green and attempting to protect women
whom they knew to be in serious danger of developing cervical cancer because they
were not being treated. The families of these two men believe that the stress they
were under contributed to their early deaths. This is why a decade ago the Auckland
Women's Health Council and Women's Health Action held a special ceremony

http:/fwww.nzma.org.nz/journal/117-1202/1084/ 01/09/2005




Looking back at the 1987 Cervical Cancer Inquiry - and Response Page 2 of 3

during which a pohutukawa tree was planted and a plaque refemng Lo their work
placed at the foot of the tree. So their efforts would not be forgottien—or
misinterpreted and maligned by those who come after.

We must not forget that over 30 women died as a result of being part of “the
unforiunate expeniment at National Women's Hospital”™ and their untimely deaths
were entirely avoidable. The 1960s and 19705 were not the Middle Ages of medical
research that Ms Heslop's anticle would make them out to be. There was in fact an
international framework arising from the Mazi experiments during World War 2
than set a clear standard for ethics of research that 50 vears later meets the test of
today.

Lynda Williams

Director

Auckland Women's Health Council

Response

I fail to see why 1 was “misguided” in recording my perception of medical research
over the half century during which [ was involved with it. Nor do I delude myself
that I. or anybody else, can “re-write history™. Because 1 am not quite sure what 1t
means, I make no comment on the assertion that 1 “cast doubt on a significant
event...”. | should perhaps point out that medical scientists, among whom I number
myself, are apt to see life as long on doubts and short on certamties.

It is also difficult 1o comment on the “number of unsubstantiated claims” that | am
sand 1o have made, since the single example cited by Ms Williams was not a claim
that 1 had made. I centainly did not maintain that doctors and researchers in NZ
during the 19605 and 70s did not know that Herb Green held unorthodox views
about cervical pathology. 1 was well aware of it, as were many of my colleagues,
What many of the NWH staff lacked was the scientific “know how™ that might
have prompted them, when presemted with a hypothesis, o ask s this hypothesis
testable? What sort of evidence will it take to falsify 1t? Will the evidence be casy
to pet? How long will it take? Is this the best way of getting the evidence? Are there
other ways in which the hypothesis could be falsified? How feasible are they™ and
s0 on. Those with service commitments—clinical or laboratory—usually have
neither the time nor the need o ponder on the best ways of dealing with research
problems.

There is nothing wrong with holding unorthodox scientific views as long as one can
justify them. Much productive research, after all, involves disagreeing with
somebody or something. This is the way the scientific world operates

disagreement and questioning are its lifeblood. Trouble arises not because of
differences of opinion per se, but when the accuracy of the data on which the
opinions are based becomes suspect. There is little doubt thar the NWH hierarchy
ook far too long to take a hard look at the quality of Herb Green’s data
Mevertheless the main point of my article, which 1 reiterate, is that had the scientific
“know how" of the main protagonists been more sophisticated than it was, Green's
hypothesis could have been disproved (falsified) in a few months, if not by Green
hirnself. then by McLean. 1 don't for a moment doubt that McIndoe and McLean
knew exactly what they were doing (most of us do). It is unfortunate that they (and
especially pathologist McLean) missed seeing that they were almost certainly
sitting on archival hospital matenal that would have allowed them not only to
disprove Green’s hypothesis quite quickly, but also to publish the relevant findings
without reference to Green. My tentative answer 1o the question “Why didn't they
do it?” (because they were not researchers and it did not occur to them) is rather
more charitable than Ms Williams' assessment (that they did indeed know, but
chose to take a longer and incomparably more stressful route to their destination)

Pointing this out does not entail “misimterpreting or maligning™ anybody living or
dead. nor does it detract from the significance of what they eventually did. It is no
more derogatory than commenting that my parents” generation could have
communicated maore effectively had they been familiar with today’s information
technology, or that I could have approached vesterday's |1nm-,mu:|__- :netic problems
more effectively had I used today’s molecular biological techniques. It merely

serves as a reminder that yesterday's research is apt to have obvious shortcomings

http:/fwww_nzma.org.nzfjournal/117-1202/1084/ 01092005




Looking back at the 1987 Cervical Cancer Inquiry - and Response

when viewed from the vantage point of today’s knowledge,

Being challenged by the leaders in the field on one’s home ground or at conferences
does not necessarily mean that one’s opinions are wrong, a point well illustrated by
iil"_'.'._ln "‘\". kes in The Seven .U.ula:_;llln'n:'."\ af Eve (( '|'-|':J| Books 2080 . Pp 190193},
What it does mean is that one’s evidence had better be pretty good, and freely
aviilable o anybody who wants to scrutinise it minutely. Those who present
material at international conferences—from plenary sessions to posters—expect Lo
be challenged. For heaven’s sake. why would anybody go to a conference if this
were not going o happen?

Finally, the assertion *“The 1960s and 1970s were not the Middle Ages of medical
research that Ms Heslops article would make them out to be”. Actually [ specified
those years as oceupying the dawn of the current golden age of biology, and noted
the shortcomings of “a lot of medical research and especially clinical research™ at
that time. Those who are familiar with the allocation of money for medical research
will know that for the last 30 years or so, clinical research has experienced
difficulty attracting funds in competition with scientifically more sophisticated
biomedical research projects. This has been a world-wide phenomenon, and has
prompted various solutions, including the establishment of multidisciplinan
collaborative research groups whose members have complementary skills.
Whatever label one chooses to attach to Green's working years, today’s clinical
research is hugely different from most of that practized in the 19605 and 19705, It is
not too hard to see why the change had o happen

Barbara Heslop

Emerntus Professor

Dunedin

hitp:/fwww.nzma.org.nz/journal/117-1202/1084/ 01/09/2005




SANDRA CONEY

Sandra Coney was until 2003 the executive director of Women's
Health Action, a womens heallh consumer advocacy
organisation that she founded in 1984 with Phillida Bunkle. She
was oo-author of the Metro article on ‘the unfortunate
expariment’ at National Women's Hospital that led to the
Cartwright Inquiry {(1987) and was a parly to that Inquiry. She
has continued to work on issues of health consumers’ rights,
consurner participation and. screening. she was on the Exper
Group that established the National Cervical Screening Programme and co-wrote the
first policy for the programme. She is currently 8 member of the Consumer Reference
Group for screening programmes. In her role at WHA, she oversaw the
redevelopment of consumer resources for the NCSP and the development of other
resources based on evidence, most recently on HRT. She has served on a large
number of health committees and is currently a board member of the Mational Centre
for Health and Social Ethics, chair of the PHARMAC Consumer Advisory Committee
and a women's health adviser to the Cervical Cancer Audit. She has recently written
a report for the New Zealand Guidelines Group on consumer participation in the
health sector. A wriler, she has published a number of books on health, including The
Menopause Industry and Hysferectomy (co-written with Lyn Potler). She is an
elected Auckland Regional Councillor

CONSUMER VOICE: AN IDEA WHOSE TIME HAS COME

Presenter: Sandra Coney

Abstract

A number of countries are taking steps o enhance consumer participation in the
health sector; the UK is even legislating for il. The roots of this trend lie in the social
movements of the 1960s and 1970s but concerns about the 'democratic deficit’ and
the need for consumer-centred services have provided new impetus. The paper will
discuss the evidence for the benefits of participation, what consumers hope to
achieve from it, and its limitations. The current status of participation in Mew Zealand
will be described, and models from other countries will be outlined. The paper is
based on a recent report on effective consumer networks to the New Zealand
Guidelines Group.
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EDITORIAL

Will Exercising Informed Consent Stop
“Unfortunate Experiments”?

Iy-one years ago an article appeared in
medical liferature a shocking experiment that
had taken place in New Zealand, Events were exposed
3 years later, driving home to people everywhere that
miormed cons needed to be an essential com
ponent of lawful and ethical human research. 1 am
a Mew Zealander, and [ lived in Auckland for a time
while “the unfortunate experiment.” as it became
known, was going on, so the slOTY Was even 1

My interest in informed consent, pa

as it applied to practice and studies invaly
was arcused and grew as obstetrical e
procedures, and research proliferated

What happened? In 1984 the well-respected (hsrer-
Fics and Gn v had publizshed the resulis of
disastrous research project on women that be
1955 and was conduc il 1976 1
consent at Mational Women's Hospital in Au
{1). The purpose of the study was (o
natural history of carcinoma in situ of the cervix in
248 women who had abnormal (positive) cells found
in a cervical smear, One g oup of 817 was treated and
the other group of 131 was not treated. even the
the nsk of progression 1o invasive cancer was known
I'he untreated women |.i.|."".{'|l:-|:\;_‘|.| potentially fatal cer-
vical cancer at 25 times the rate of the treated women
and had a 12 times greater chance of dying

Allegations aboul treatment of cervical cancer at
the hospital. the largest women's hospital in the
country, were made by (wo courageous women in a
magazine article, titled “The Unfortunate Experi-
ment™ (2, later expanded into a book by Sandra
Coney, a feminist and consumer advocate (3. The

article opened up a “can of worms,” in the words o

some involved doctors, precipitatin iional outcry

and the appoiniment of a Commitler

Jume 1987 to mvestigate (4), The ¢ artr

it was known, attracted rldwide attentio
1 FESeArch practices, patients’ rights

ods, 155ues of power between physicians

1 1 1 1 =5 B = | <1
palients, nfor d consenl., and ethics,

eading to a major reform of health care ¢
praciice in Mew Zealand. Women themselves became
maore assertive, askin VEIT CAre
and ¥

Other countries, too, have had their unethical and
“unfortunate” experiments. One all-too-similar study
that was conducted in the United Siates.
“Tuskegee study,” began in Alabama in 1932, also
without the consent of participa I

al course of syphilis could be studi

was withheld from a up of 40

ack men. Even though new drugs such
the USs Py

had been discovered,

service failed to make treatment available to
The study was finally exposed 40 vears later,

» i a Washington, DC, newspaper, but it was

2 that federal hea ings hinally prompied

the LLS. government to establish rigorous regulations
lor conduc

Whan s0 shocks

1 research
wddition ¢ suffering

these study women 3 men COVEr-up
medical professionals for years about what was goi
“subjects™ were never told that if

used, essentially as “guinea pigs,” in medi

esearch. They were ¢ 1t [0 iwo basic tenets
of informed consent in human research promolion of
individual amonomy and rational decision-making (5).
Even worse, two legal documents, the Nurembere
Code in 1948 and the World Medical Association's
Declaration of Helsinki in 1964, had identificd eth-
I ions for medical research on humans and
been accepted throughout the world T any years
earlier. According to the Nuremberg Code, the «
senl of an experimental subject

must be competen




vioJuni:

informed, and comprehending, but also,

before a person is even asked to participate in research,

a careful review of the saence must determine if the
study or experiment should be done at all (5)

o try 1o protect research participants even
further, the most comprehensive study of informed
consent for medical procedures 1o date was under-
taken in the United States by the President's
Commussion for the Study of Ethical Problems in
Medicine I Biomedical and Behavioral Research
(6). It concluded that informed consent for medical
procedures was founded on both ethics and law, and
that “ethically valid consent is a process of shared
decision making based on mutual respeet and partici-
pation, not a ritual to be equated with reciting the
contents of a form that details the risks of particular
treatments™ (6, pp 2

I'ne American College of Obstetricians and Ciyne-
(ALCLG), o a |90 policy statement
‘Ethical Considerations Associated with Informed

Consent,”

cologists

acknowledged the importance of paticnts
exercising their nights under the doctrine of informed
consent. F'his document, subsequently revised in 1992
and 2004 (T), moved away from the medical patern-
alism of the past in an endeavor (o safc
patients’ au my when mak edical decisions
about treatment and participating in research and
teaching exercises. Mevertheless, T was sull jarred Iu:.,
wording in one passage in the 2004 version of the
statement: “The 19805 and 19905 exhibited a growing
zense of the need for shared decision-making as a
correclive 1o the exagperated individualism o
patient auwonomy had somelimes produced”™ (7)
“Exaggerated individualism™? No examples are given,
but do 1 detect some anger toward women who write a
birth plan, are “noncompliant,” or make choices al
odds with or deemed inadvisable by caregivers?

The wo pnmary componenis of the ethical con-
cepl of “informed consent” are comprehension {or
understanding) and free consent, the policy statement
notes. It alse notes, however, that fully achieving
mformed consent is nol casy Difficulties mnmclude the
social imbalance of power in the provider-patient
I«.'|-.Ir.I'!I'I‘~|II:" and :_:l.'!".l.il.'L race, and class bias in ati
twdes and actions of individuals and institutions
toward patients (7). Some groups are especially
vulnerable in terms of medical research and practice

the very young and the very old, the poor. the
ignorant, the handicapped, ethnic minoritics,
women whoe speak a different language ... oh yes,
and women in labor. Emergency situations, {ime
constramnts, (radition, and scarcily of personncl,
cqupment, and services (€.g., mlerpreters) are other
well-Known barriers to achieving informed consent in
maternity care.
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Another more rare limitation is “therapeutic
privilege,™ withholding of information from a
patient by a ysician in the beliel that the know-
ledge will seriously harm the patient. This “privils
comes close to paternalism, and can conflict with and
override respect lor patient autonomy. 1 cxpert
Gieorge Anmas noles, “no courl has ever held a
doctor liable for giving his patient too much accurate
information™ (5, p 92). Mevertheless, it is not just
what information is given, it is how it is worded or
]‘-[1.'-;"|||:'-.."\-| that can bhins a DTS n's decision o Ciifl=
sent or refusal, Consent forms—an example is a form
for vaginal birth after a previous cesarean (VBAC)
used at some LS. hospitals—can be written with
more intent (o protect the physician from a lawsuit
than safeguard women from harm

Despite good intentions, what ACOG's policy
stalem on informed consent preaches is often not
what is practiced. For example, episiotomy, a fre-
q rformed surgery, has becn scientifically
Praved lo beneht women's health (8), vet consent

m obtained. Has “familiarity bred con-
pt™? So, 100,

for 1t 15 s
women are oflen routinely hooked
up o electronic fetal monitors, again without Ziving
informed consent for what is not an evidence-based
beneficial procedure. Also, formal consent is frequer
nol obtaned for use of some types and dos
obstetnical medications, the benefits of which
scientifically questionable and unproved

A small study in this issue of Birth explores
women's perceptions about participating in research
{9). Among other Ii:'.l.illl:_'ﬁ. women expressed a sense
of vulnerability and disempowerment, often using the
term g a pig.”

MEnts on wi

Unethical practices and experi-
en shll nappen, even n imstiutulions

cthics committess and institulional review

Iz, Omly when women have accurate informa-
tion and support from l|1-.'|r-.'.1|-;\|'_:".{|~. and CXPErcnce
the proper process tor exercising mformed consent,
will their rights be protected, The words of one
Tunlortunate expenment” participant, when she kearned
with horror from the magagzine article what had been
done to her, speak for many and underscore the simiple
night 1o self-determination that she was d L 1 am

the guardian of my own body, and 1 | il 15 an

invasion of my nghts to have something done 1o me
without being told about it” (4, p 154)

oy Young
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“The Hidden Bits™: Understanding Cervical Screening.

Judith Macdonald
University of Waikato
Hamilton
New Zealand
imac@waikato.ac.nz

This paper could also be called ‘Speaking about the Unspeakable’ because it
deals with the topic of cervical screening from two perspectives: that of naming
the ‘hidden bits’ with wards that are difficult to speak out loud as well as words
imposed on the hidden bits of women, and because it deals with research and
information gathering which had unspeakable consequences.

It is based on three very different episodes of collecting information about
cervical screening in New Zealand over the last thirty years. In 1992 | carried out
some qualitative research on women's knowledge of and attitudes to cervical
screening for the Waikato Area Health Board. However, this research was
bracketed by two major medical disasters to do with cervical screening. The first,
in the 1980s, was what has come to be called ‘the unfortunate experiment at
Malional Women's Hospital'. It resulted in a governmental inguiry. The second
disaster arose out of inadequate cytological laboratory practices in Gisborne
which were revealed in the late 1990s. It also resulted in a governmental inguiry.

The Unfortunate Experiment at Mational Women's Hospital

Mational Women's Hospital (NWH) was built in 1964, There was some opposition
to combining obstetrics, which deals with childbirth, and gynaecology, which
deals with problems in women's reproductive area. It was suggested by Dr Doris
Gordon, then head of NWH, that putting the two together pathologised women's
reproductive role. This was not an idle suggestion. The history of the medical
treatment of women has been one which defined anything to do with female
reproduction as problematical, dirly, likely to cause mental upsets and
demonstrated the need to control women who had a tendency to be peculiar or
childish because of their hormones. However, the two specialisations were put
lagether and the hospital also became a teaching hospital with links to the
University of Auckland. This entailed a research function

The initial oceurrence that led to this first inquiry was purely accidental. In the mid
1980s, a woman who worked at the Auckland School of Community Medicine
read a piece of research a stalistician colleague was working on for some
doctors at National Women's. She mentioned it to a friend, feminist freelance
journalist Sandra Coney and gave her a copy. The paper was, like a lot of
medical research designed for journal publication, a summary of the findings with
little on the methodology. It appeared to be the outcome of an experiment on
women who had had abnormal cervical smears that had not been treated. It




appeared that the figures suggested outcomes of the research that were very
poor and included the deaths of some of the women involved. Coney spoke to
the doctors who had wrilten the paper and to some women who had had
gynaecological problems referred to NWH and decided that some extremely
unethical research had been carried on for years at NWH.Those few sentences
disguise months of detective work, obfuscation from doctors at the hospital,
incomprehension from patients and some lucky breaks in finding people willing to
talk about what had been going on. Finally, the two women published a long
article in Metro magazine in 1987 entitled “The Unfortunate Experiment”. The
article won several journalism awards and unleashed a scandal so large that a
government inguiry was launched.

The inquiry was centred around Professor Herbert Green, a professor of
medicine who taught and did research into cervical cancer from the time of his
appointment to NWH in 1956. A year later the Pap smear was introduced to NZ
and overseas studies showed that it could identify cell changes at an early stage,
which allowed successful intervention. Studies also showed that if there was no
intervention, while not all pre-cancerous cells developed into full-blown cancer, at
least a third did. Therefore diagnosis was an important preventative measure.

The treatment for pre-cancerous cells in the 1950s was hysterectomy — total
removal of the uterus and therefore of a woman's ability to have children. By the
1960s cone biopsy was used but this could also reduce chances of conception.
Herb Green was a strong opponent of abortion and very concerned by anything
that reduced a woman's fertility. Green told one of his patients that a woman
would throw away her unique possession if she lessened her chances of
conception and he said it was 2 woman's heritage to keep her uterus, This was
not uncommeon discourse for the time; women's magazines ran articles on how a
man should be particularly nice to his wife if she had a hysterectomy even though
she was no longer real woman. And a gynaecologist was on record saying,
think of menopause as a deficiency disease like diabetes”. The discourse of the
lime located female identity in the uterus.

Green developed a missionary zeal to save women's fertility, At first he
suspected that CIS (carcinoma in situ - the precursor stage) did not always
develop into cancer and eventually he persuaded himself that this was true. To
test his belief he personally saw every woman who came to NWH for colposcopy
{microscopic examination of a cervix which had shown some cell abnormality) for
more than 20 years. He followed the progress of these women, recalling them
often, taking cell samples but never treating them because he wanted to show
the natural history of the disease and prove that cervical screening was a waste
of time. At the inquiry stories were told of women who had been recalled for more
than 20 years, many of whom had developed cancer and some of whom had
died. One woman had had eleven smears taken, ten of which showed
malignancy, she had had small bits of her cervix removed for analysis but had
had no treatment and was told she was being recalled because, “she was a bit




of an odd bod" and Professor Green found her very interesting. This of course
persuaded her she was being carefully monitored and no harm could come to her
so for 23 years she returned to NWH until she developed full-blown cancer and
the Professor was no longer interested in her. It was the figures from this
research that came to the attention of Coney and led to her writing the Metro
article, which provoked the inquiry.

At the inguiry experts were flown in from all over the world to testify that Green's
ideas were contrary to all evidence, that his presentations at international
conferences were greeted with disbelief and that reputable journals refused to
take his papers. This raised the question of why doctors in NZ had not
questionad his experiments. It turned out that some had but the power of his
position and his personality had over-ridden their objections. He was also
responsible for educating student doctors and his rejection of the utility of
screening programmes persuaded many GPs not to give smear tests to their
patients. This was despite material published both by WHO and health
departments of other countries, which showed significant reduction of deaths
from cervical cancer when adequate screening programmes were introduced.

Several things came oul of the inquiry: questions about informed consent were
raised and problems to do with research ethics identified. There was also a clear
indication that part of the Hippocratic oath - 'l will treat other doctors as my
brothers' — was being interpreted as a familial binding akin to the Mafia and few
brother doctors were prepared to publicly question Green's ideas. This was all in
the 1980s and caused reforms in obtaining patient consent, monitoring the ethics
of research, patient advocates were appointed at NWH and there was a general
raising of consciousness about women's rights to information and kinder
treatment. The government also had {o take on board recommendations from the
inquiry (headed by lawyer Silvia Cartwright, now Governor General of New
Zealand) that there were benefits from screening programmes and a National
Screening Register should be set up in NZ. This is where my study comes in.

In 1988 the government decided to set up a national cervical screening
programme. Initially, a pilot programme was set up in Dunedin in the South
Island and in 1990 the government decided to set up another trial programme in
the Morth Island in the Waikato Area Health Board (WAHB) area and | was
contracted to construct a telephone questionnaire on the topic.

To prepare myself for doing the guestionnaire | read a lot of material on cervical
smears: technological material on brush versus spatula; doctors’ recall systems,
statistics on smears, cytology, histology, women's experiences and so on. |
learned many things but the most significant piece of information was that
telephone surveys like the one | was being asked to construct had been carried
out in Australia and the number of women who said they had had smears bore
no relationship to the numbers of smears read by laboratories — women were
massively over-reporting that they'd had a smear. It seemed important to find out




why — were they just saying yes to get rid of the interviewer, were they saying
yes because they knew they ought lo have had a smear, or did they not know
what the interviewer was talking about? | persuaded the WAHE fo let me do a
serigs of focus groups to find out women's understandings of the process and the
words they used before constructing the questionnaire. They agreed and | set up
focus groups old and young, rural and city women to discover if they knew what
was inside their bodies, what could go wrong and what interactions they had had
with doctors over this process. There was an editorial in the Lancet, which said

All the necessary scientific facts for saving most of the lost lives have
been known for 20 years [i.e. since mid 1960s].... [But] many with invasive
cancer in the older age groups have never been screened at all: some do
not know about the test, some do not know where to go for it and some do
not have the vocabulary to ask for it.

(1985. Editorial, “Cancer of the Cervix: Death By Incompetence”, The Lance!l, August
17:363-4, emphasis added.)

Therefore | was interested in the words women used about this process.

The third piece of information came from “The Gisborne Inquiry”, April - Sep
1999,

The Gisborne inquiry was again triggered by one woman asking questions about
why she and others, who had had regular smear tests over the years, been told
that their cells were normal, then found themselves with cervical cancer. Where
the NWH scandal came from a doctor suppressing the knowledge that some
women had abnormal cervical cells, in the Gisborne case one particular
laboratory which read the smears was getting them wrong in a huge percentage
of cases. Again the fault was attributed to one doctor, Dr Bottrill, but the resulting
inquiry raised many more questions about quality control and registration of
laboratories, training of cytologists and pathologists and ultimately about the
National Screening Register (established between 1990 and 1992). This was set
up without building in the required safeguards which could have revealed the
poor laboratory work affecting all the women of the East Coast area

23,000 smears belonging to 12,000 women and read by Dr Bottrill were sent to
Sydney for re-reading. 2000 women were advised of abnormalities they had not
previously been told about. 616 cases of cancer were identified, 519 of which
had not been picked up by Dr Bottrill. Once again there were the testimonies
from women to the inquiry which were similar to the submissions to the NWH
inquiry — I knew there was something wrong but my doctor said it was OK
because the lab tests were clear” (brother relying on brother again).

The first part of the inquiry showed that laboratory standards were inadequate
and steps were put in place for increased quality control. The second part dealt
with the inadequacies of the National Cervical Screening Register. WHO and
heaith departments of countries with their own national registers had published




widely on the appropriate way to set up a register. They said it should be
centralised and that it should comprise of three sub-registers (cytology,
population statistics and histology) which could be cross-tabulated. The process
should also be opt-off — that is, women would actually have to ask not to be put
on the register.

As it turned out 14 separate regional registers were set up — one for each area
health board, they couldn't communicate with one another so if a woman maoved
from one place to another her records had to be put on paper and posted,
histology could not be tied up with cytology so no one could monitor what
happened to abnormal smears and it was opt-on so that every single time a
woman had a smear she had to sign a release to allow it to be put on the
register. Doctors advised very strongly against this configuration but it went
ahead, duly proving its inutility and was finally and expensively centralised in
1897 — too late to pick up the misread cases of Dr Bottrill. The advice about
setting up the system had come largely from computer companies, not fully
aware of the medical requirements of an adequate screening programme. It had
also been hampered to a degree by women's groups and Maori groups. They
looked at the ethical problems revealed by the first inquiry and put in so many
safeguards over women's privacy that the material collected for the register was
not even available for statistical purposes. Maori groups went even further,
saying that they were sick of being defined as the group with the worst health
statistics (Maori women actually get cervical cancer at about 4 times the rate of
Pakeha women) and therefore no information was to go out about Maori women.

The whole point of a screening programme is that it is medical and preventative
and intended to reduce the number of deaths from cervical cancer. It needs
monitoring and it needs to be based on efficient medical practices from surgery
to cytology lab. With national statistics it would have been possible to see that
fewer than average cases were being reported from the East Coast and further
investigations made.

Analysis

This material raises several interesting issues: | will discuss two rather briefly.

DISCOURSE

The most interesting thread that ran through these three investigations was the
language, much of it based on unequal power relations. As Fairclough said,

The ways in which we communicate are constrained by the structure and
forces of those social institutions within which we live and function.
Language is the primary medium of social control and power. Ideclogy is
pervasively present in language.

(1883. M. Fairclough.Language and Power. London; Longman. )




Dr Peter Davis, at the NWH inguiry, made a submission that said the relationship
of woman to doctor brings unacknowledged sexual politics into play. It
enormously widens the gap in status that already exists between doctor and
patient and extends the stereotype of passive woman and dominant male. Thus
the physician may approach the woman with advice, commands and decisions
rather than discussion — the relationship takes on the quality of a parent-child
relationship. The woman is reluctant to ask questions because of her feeling of
ignorance or a reluctance to cause trouble. She feels helpless in the encounter.
The infantilisation of women is rooted in the power imbalance between doctor
and patient. This was illustrated in Clare Matheson's evidence that when she told
Professor Green that she was sick of coming to the hospital for repeated checks,

he replied, "You will do what you're told”.
{In Coney, Sandra 1988. The Unfortunate Experiment. Auckland: Penguin Books, p.243.)

In the NWH affair, there were the testimonies from both doctors and patients to
the inquiry and the publicity sparked public debate in newspapers and
magazines. The patients all spoke of their helplessness in the face of medical
procedures and the medical testimony spoke of patronage. There were two
interesting statements by doctors in letters to Metro magazine. One said women
were acting like kids who were starting to grow up and were disappointed to find
that their parents weren't perfect and another wrote that the inquiry “made poor
old Herb into a symbol of medical oppression of the fair sex”.

The pathologising of women's reproductive area sets an ideological base for
understanding women's health and ill health. As well, the use, both in popular
and medical literature about women's prime identity being in her reproductive
organs contributes to this idea. Sexuality as well as reproduction comes into this
construct and sexuality is equally pathologised in this discourse: because human
papilloma virus (genital warts) is implicated in cervical cell change, and it is
sexually transmitted, there was a suggestion originally that only promiscuous
women needed smear tests. (Promiscuity in this context was initially defined as
having more than one sexual partner. Later it was defined as having had four
partners.)

The focus groups | conducted produced many interesting ideas from the
participants about their bodies and their interactions with doctors. On the whole,
while women knew they had a uterus/womb, most did not know about the cervix.
Here are some of the statements women made during the focus groups about
their understanding of their bodies and the smear process:

It's very sensitive isn't it? | mean it's our innermost parts and the most
sensitive part. On the whole women are not baring it all, they're just not
that way inclined, especially not our generation.

Had they asked a doctor for the smear? On the whole they waited to be offered
one it because it seems rude to ask a strange man (or woman) to look at your
genitals.




One woman said she had asked her doctor and when | asked her what she said
she answered, "Well, | said I'd been sleeping with a guy who is bit suss -
could you have a look at me.” Another woman said “But is that a smear?"
and the first one replied, “Oh well, while they're in there they look at
everything."

Very few had the attitude of one woman who said,

I go once a year. I'm happy with the bits I've got and | don’t want to wake
up one day and find they're diseased - to me it's preventative medicine. |
hate having it done but I'll go along.

If the doctor calls them up they go but don't like it

I hate it when the doctor says Whoops it's a bit cold. Sorry.

I hate having smears done. It's degrading and it hurts

Yeah I hate the way he says flop your legs open like a frog

You leave your pride at the door

Trivial matter loom large

I'll tell you one thing that always bothers me — what to do with my pants. Do
you stuff them in your bag or fold them up. | don't know where to put them
and afterwards you are all messy:.

In matters of vocabulary they tended to refer to their genital area as “down there”.
I know the word vagina but | wouldn't use it to a doctor because it's a
doctor's word. | wouldn't want to say to a doctor “I've got a sore vagina’
but | couldn’t say ‘sore fanny’ either. We need to find a more casual way of

talking about it.

The issues of unequal power were clear and the women felt they had few rights
of ownership over their bodies:

My doctor would say you have thrush and | would sa ¥ OK but he wouldn't
say what caused it. She was asked why she hadn't questioned him further and
she said / felt the whole thing was not my business even though | knew it
was, | mean, it's my body but these are professionals.

Another one had been told she had thrush and she thought it was polite way of
saying syphilis.




A older woman showed the complexity of the interaction with her doctor. He took
her blood pressure which was a bit elevated before she had her smear. She said,

He said that might be because of what you're having done. | thought that
was a sensitivity by the doctor. At one time doctors didn’t think that you
might be a bit stewed up yourself about having such things done. You
know, I felt a lot better about it and even to the extent that he rang iwice for
the nurse and she didn't come and he actually went on with the
examination even though she wasn’'t there and | felt that was a feeling of
trust in me, you know, that he didn’t have to worry that | was one of those
people who might kick up a fuss. | sort of came away feeling thoroughly
better that he treated me like that.

However, she went on to say that it was probably a one off and that if she had
mentioned the little things that made her feel better he wouldn't have understood.

The evidence given at the Gisborne inquiry contained many similar statements
from the women whose smears had been misread. The central theme of their
testimony was that they did not feel it was their place to express their unease
about continuing physical symptoms and that the doctor must know best.

The second issue arising form these studies is the question of research ethics.
Ethical codes are codes for making moral decisions but they are time and culture
specific. They are based on four core principles: autonomy, non-maleficence,
beneficence and justice. However, there are several metaethical perspectives
which underlie codes of ethics and each investigation or inquiry came from a
perspective which could be seen as ethical. These approaches are:

1.Teleclogical ethics and professional purpose. This stance orients actions to
ends which have been defined as good and believes in knowledge for
knowledge's sake. While Professor Green broke the four core principles of non-
maleficence and so on, he acted according to an ethic which believed in a
justifiable end and a justifiable pursuit of knowledge.

2. Utilitarian ethics and cost benefit analysis. This approach is results-oriented
and is based on the idea of the greatest good for the greatest number. This is
more or less what the National Cervical Screening Register achieved although
there is a footnote to this outcome.

3. Deontological ethics and categorical duties. This ethical code is based on the
idea of categorical imperatives, of absolute right and wrong. It allows no room for
change or exception. None of the three studies mentioned above followed this
ethic unless a rather fixed idea about women by some of the actors counts in this
calegory




4. Critical philosophy and advocacy research. This recognises self-interest and
lack of objectivity in research but endeavours to speak FOR. not ABOUT. the
participants with the intention of bringing about change for the better. | tried to do
this. Howewver, this can also have unintended consequences,

The NWH inquiry, which coincided with the rise of feminism in New Zealand,
raised awareness of women, their right to have a voice in research which affects
them and, more broadly, in the medical treatment they receive generally. The
result of this consciousness raising was the establishment of patient advocates
and the appointment of women to many statutory bodies and committees. Maori
women, equally, gained representation and both groups insisted that informed
consent and confidentiality be central to all research on women.

The interesting corollary of this was that when the national register was
established, women's groups (and Maori even more $0) insisted on so many
safeguards that the register was virtually useless. This was commented on by the
Scottish woman doctor who was brought in to oversee the inquiry. She has
recently returned to New Zealand to present her final report and again
commented on the barriers raised by women and Maori to the detriment of the
medical purpose of the register.

This discussion of language notes the paradoxes: women who had no voice in
some 1980s research; women given a voice in the focus groups but being unsure

what to say; and, finally, women saying ‘we know but we will not say’.




