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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

Dir Mary Ellen Avery
Children's Hospital Boston
300 Longwood Avenue
Boston

MA 0211

LiSA

11 March 2004

Dear Dr Avery

The Wellcome Trust’s History of Twentieth Century Medicine Group

Witness Seminar: Prenatal corticosteroids for reducing morbidity and mortality
 _ - -

associated with preterm birth

- I

Fuesday 15" June 2004

Ipm-Gpm

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 [ain Chalmers is assisting us in the organisation.

These seminars address 1ssues of medical-lnstorical 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 ol wlom

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™

T'his 15 a particularly fruitful way of generating interest in, and providing matenal sources for,

the study of significant events in recent medical history. [ attach a copy of the introduction t
the first volume of our published transenpts, which will tell you a little more about these

seminars, and lists our recent publications to illustrate the range of topics we cover

Continued/... Page .
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Sir lain Chalmers has suggested we mvite you to this meeting, but unlortunately we do nol

have the funds to assist with travel from overseas o attend, 'm therefore writing 1o let yvou
know of our plans, and 1o emphasise that if you happen to be in Britain at the time, we would
be delighted to have you join us.

It really would be a great opportunity to document this obstetric success story. 1 look forward

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

Yours sincerely

(‘;mf e I

o
Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

atts




HARVARD MEDICAL SCHOOL
DEPARTMENT OF PEDIATRICS

TLLEN AVERY. M.D.
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March 22, 2004

Dr. Daphne Christie

Wellcome Trust Centre for History of Medicine
University College

24 Eversholt Street

London NW1 1AD

England

Dear Dr. Christie:

l'hank you for your letter of March 11, 2004 with the invitation to join you
Tuesday June 15, 2004 in the Wellcome Building in London. I accept with great pleasure
and knowledge that 1 shall pay my travel expenses.

[ have vivid memories of the early days of surfactant therapy, documented on the
enclosed reprints or copies of our studies. My own interest dates from the studies of
Florence Moog (1962) who demonstrated acceleration maturation of the fetal intestinal
epithelium with hydrocortisone. (She and [ were members of an NIH study section, and
discovered our mutual interest during a coffee break.) I enclose copies of our first

studies, 1970 and 1972,

The 1985 Conference at NIH was pivotal in convineing others that
hydrocortisone’s effect was indeed life-saving. The rest of the story is well documented
in many reviews, some of which | enclose with this letter. I do not need to have them
returned.

l'hanks again for the opportunity of joining you on June 15

Sincerely,

Mary Ellen Avery, MD

MEA:erc
Enclosure




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

24 Eversholt Street * London = WW1 1AD
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Dr Mary Ellen Avery
Children's Hospital Boston
) | l.':'ll:"‘.'l.l'lll.l Avenue
Boston, MA 02115

LISA

260 April 2004

Dear Dr Avery

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

e are deliehiee al vou are able to attend 2 ADOVE INee il‘:!" :,'.:||.I anre happy 1o el v

We are delighted that vou are able to attend the ab Lin: i happy o tell s

plans are proceeding well. A copy of our publicity material is enclosed and [ will be

you a draft programme in due course. A full atendance list will be available at the meeting
We will be asking some participants to “start the ball rolling™ by saying a few words on
specilic subjects, as we hike o pnnme a lew people to lead off the discussions, although there
will be ample opportunity 1o contnibute throughout the meeting. We do not show shides or
overheads al the meetings, as we wish to encourage informal interchange 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

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

|I.|"- C Ay queries prior 1o the |‘i'.'..'a.'|.||l_\:_.'
We very much look forward to seeing you at the meeting

Y ours sincerely

(S-S d;»_kv_ﬂﬂ,

D Daphne Christie
Senior Research Assistant to D Tilli Tansey

The Wellcome Trust Centre for the History of Medicine st University College London is funded by the Wellcome Tiust,
which 15 a registered chanty, no. 21001835, Histmed logo image urtesy Wellcomre Library, London
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D Mary Ellen Avery Dr Daphne Christie
Children's Hospital

Hoston

SO0 Longwood Avenue

Boston, MA 02115

LISA

16 June 2004

Dear D Av Ery

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

May 1 say on behalf of The History of Twentieth Century Medicine Group and the co
organiser, how grateful we are to vou for your contributions to yvesterday's
really was a splendid occasion, and we hope that you enjoyed it a

who were observers

Az mentioned in previous correspondence and at the meeting, the taped proceedings ol
the meeting will now be sent for transeription, and we hope o have a dralt manuscript 1o
i : % TTIO i [ T COMITICT Liltimately we intend to publisl
send you mn about six months ime for your conuments lmately we mtend to publis
T ¥ 1 s i oo TRIGIIN a e} B T
an edited version of the proceedings, and you will be sent a copyrnght assignment form

and final prool before publication
We particularly want 1o thank you for travelling from Boston 1o attend the meeting. Y ou
are an intezral part of the story and yvour personal contribution added to the success of the

mechinge

Yours sincerely

e Daphne Christie
Senior Research Assistant to De Tl 1 Ansey

e Wellcome Trust Centre for ihe of Medicine at University College
JEE3. Histmed logo imapes




HYALINE MEMBRANE DI

Lecture

r of HMD - (early

rogressive increase in respiratory rate, severe grunting,
proeressive cyanosis, metabolic acidosis, death within hours or a rew

t half the infants, or full recovery.

Liver-like lungs

No foam in airways

Widespread atelectasis, over distention of alveolar ducts
"5'-.x-1.:~':~' cheese” pattern

™ o
LNsiensiole

The membrane is not the cause ot the atelectasis

rather it follows from over distention (injury)
to aerated areas. It consists of fibrin, nucleoproteins

i T
heme, ete. (Gitlin and Craig).

icant right-to-left shunts, through the foramen ovale,
‘tus arteriosus, and from perfusion of poorly ventilated

Reduced compliance of lung

of pulmonary surfactants in alveolar stability
(anti-atelectasis factor).
LaPlace Law.
Pressure-volume relationships.

Composition - lipids.

Pulmonary surfactant proteins (A, B, C, D), knock-out mice. _ .

“Genetic and phenotypic complexity has been described for di:-u_;z:'.cs of v_an.-:d
etiology. Groups of patients with varied phenotype can _be used in association
studies as an initial approach to identify contributing loci. Although association
studies have limitations, their value is enhanced by using candidate genes with
functions related to disease. Surfactant proteins have been studied in the
etiopathogenesis of neonatal pulmonary diseases. SP-A a,d SP-B polymorphisms. are

EEE, 1




HYALINE MEMBRANE DISEASE

Lecture

Vi history of HMD - (early 1950s) onset "shortly”
progressive increase in respiratory rate, severe : atract
progressive cyanosis, metabolic acidosis, death within hours or a fe
about half the infants, or full recovery

grunting

1r —_:.I s INMrs
Ver-ileKe ]L,],:}.
foam In airways.
despread atelectasis, over distention of alveolar ducts
wiss cheese” pattern
istensible with saline (or kercsene) with
normal architecture --

1al arc ture -- thus not dysplastic

The membrane is not the cause of the atelectasis

rather it follows from over distentio

heme, etc. (Citlin and Craig)

Significant right-to-left shunts, through the foramen ovale

ductus arteriosus, and from perfusion of poorly ventilated

Reduced compliance of lung

Role of pulmonary surfactants in alveolar stability
{(anti-atelectasis factor).
LaPlace Law.
Pressure-volume relationships.

Composition - lipids.

Pulmonary surfactant proteins (A, B, C, D), knock-out mice.

“Genetic and phenotypic complexity has been described for diseases of varied
etiology. Groups of patients with varied phenotype can be used in
studies as an initial approach to identify contributing loci. Although
studies have limitations, their value is enhanced by using candidate genes with
functions related to disease. Surfactant proteins have been studied in the
etiopathogenesis of neonatal pulmonary diseases. SP-A a,d SP-B polymorphisms. are

association
assoclation
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found at a higher frequency in certain groups of patients with respiratory distress
syndrome (RDS), and SP-B mutations are linked to the pathogenesis of congenital
alveolar proteinosis (CAP). Phenotypic heterogeneity is observed for both CAP and
RDS. The available data suggest that a number of factors contribute to the etiology of
CAP and RDS and, therefore, a multidisciplinary approach of clinical, genetic,
epidemiologic, and statistical considerations is necessary for an in-depth
understanding of the pathophysiology of these and other pulmonary diseases.”

Please see below, “Historical Overview of Antenatal Steroid Use”,

Abstracted from Commentary:
“Historical Overview of Antenatal Steroid Use”.
Pediatrics 95:133, 1995.

The important and ever-accelerating basic science supports the fact that giving
antenatal glucocorticoids in the event of pre-term labor could be considered a

pi'-.}':-ijul-;agiﬁ rather than a pharmacologic intervention, in as much as one role of the
fetal adrenal cortex is to increase the cortisol levels in the weeks before term birth.
In fact the adrenal gland at birth is 10 to 20 times larger than in the adult, relative to
body weight.

Hormonal influences in the timing of organ maturation date from Moog in
1953, and were pursued by Liggins in 1969, with his publication on the influence of
glucocorticoids and the timing of parturition in fetal lambs. He observed that the
lungs of a lamb delivered at 117 to 123 days appeared to be functioning normally and
the premature lamb was viable at an earlier stage than would have been the case in
the absence of maternal glucocorticoids. The observation was of particular interest,
since the glucocorticoids stimulated both the onset of labor in the lambs, as well as
precocious maturation of the lung. Much evidence accumulated since then makes
it clear that glucocorticoids do not have the same effect on the initiation of labor in
the human, but fortunately, do indeed accelerate maturation of the lung and some
other organs as well.

Some of the surprising observations are that much of the basic science was
understood, and the beneficial effect on the lungs of animals thoroughly
documented in the 1970s. Numerous, well-designed, prospective, randomized,
clinical trials to evaluate prenatal glucocorticoids on lung maturation have on the
whole confirmed the very first one, that of Liggins and Howie published in 1972.

EEE, 2




In reviewing the chronology of events, it was clear to Florence Moog, the
anatomist from Washington University, St. Louis, that the timing of the appearance
of phosphatase in the duodenum of the suckling mouse was accelerated by cortisol.
Published in the Journal of Experimental Zoology in 1953, the article did not evoke
any great interest on the part of physicians looking after premature infants. It was, in
fact, |gnoreda.

The reawakening appeared in the form of an insight by Sue Buckingham
working with pathologists at Presbyterian Hospital in New York, who was an avid
reader and came upon the article by Moog. She was aware that the developing lung
was an outpouching of the primitive gut and that the question occurred to her that
it might be an analog of Moog's developing intestine. She demonstrated this in
1968 with the precocious appearance of phosphatase in the lungs of fetal rabbits.
Unfortunately, her premature death prevented her from completing this important
study.

After reading Liggins' paper published in 1969, we tested his hypothesis in
pre-term lambs. We found lungs of fetal lambs less than 125 to 127 days were unable
to retain air. Lambs treated with cortisol had aerated lungs at 117 to 123 days, thus,
strongly supporting the likelihood that his administration of cortisol to the fetal
lamb had indeed induced precocious maturation. With Robert delLemos, and later
Robert Kotas, we carried out studies in the fetal lambs and confirmed Liggins
findings of precocious maturation, using measurements of pressure-volume curves
and surface tension properties of lung extracts. Liggins proceeded with his colleague,
Ross Howie, to carry out a controlled trial of antepartum glucocorticoid treatment
for premature infants, published as a now classic article, in Pediatrics in 1972,

At this point, with an obstetrician in New Zealand, and pediatricians from
Johns Hopkins writing about these remarkable findings, the way was open for both
obstetricians and pediatricians to contribute further to our understanding of the
timing of lung maturation and the role of glucocorticoids.

In the National Institutes of Health-sponsored collaborative study on
antenatal steroid therapy (1977-1981), 7893 pregnant women were screened for
eligibility to enroll; only 696 were thought eligible for randomization in the study.
Of course, we know that entry into the study was at the discretion of an obstetrician,
and Liggins assures us that easily half, if not more, women in labor can have a long
enough period of time (about 24 hours) for combined tocolysis and prenatal
glucocorticoids to have an effect.

The appearance of a new and effective therapy makes a still controversial
therapy more likely to be abandoned. It was clear from 1980 with Fujiwara's
publication in Lancet, that surfactant replacement therapy would have a protective
effect, when administered as a liquid through an endotracheal tube, in the early
hours of life in infants at risk of respiratory distress syndrome. Subsequently
multiple prospective controlled clinical trials have confirmed the safety and efficacy

EEE, 3




of the now-licensed surfactant preparations. The comment frequently made by
obstetricians was "well now that we have surfactant therapy we don't need to fuss
with tocolytics and prenatal glucocorticoids anymore.” The evidence that that was
not an isolated comment comes from the fact that in some multicenter controlled
trials to evaluate exogenous surfactants, only approximately 10% of mothers
received prenatal glucocorticoids, when we can assume at least half of them would
have been eligible.

The consensus development conference statement on "Effect of
corticosteroids for fetal maturation on perinatal outcomes,” (March, 1994) provides
convincing evidence of efficacy and safety in the acceleration of lung maturation, a
40% reduction in neonatal mortality, and a reduction in intraventricular
hemorrhage of even greater magnitude (odds ratio of 0.5, 95% confidence interval
0.3 to 0.9). Their conclusion is that "all fetuses between 24 to 34 weeks gestation
threatened with premature delivery are candidates for treatment with antenatal
steroids." A review of the greater efficacy of combined antenatal steroid and
postnatal surfactant replacement was another step forward.

Recommended Reading:

Lanman JT. The fetal zone of the adrenal gland. Its developmental course,
comparative anatomy, and possible physiological functions. Medicine 32:389, 1953.

Moog F. The influence of the pituitary-adrenal system on the differentiation
of phosphatase in the duodenum of the suckling mouse. ] Exp Zool 124:329, 1953.

Liggins GC. Premature delivery of foetal lambs infused with glucocorticoids.
J Endocrinol 45:515, 1969.

Liggins GC, Howie RN. A controlled trial of antepartum glucocorticoid
treatment for prevention of the respiratory distress syndrome in premature infants.
Pediatr 50:515, 1972.

Fujiwara T, Chida S, Natobe Y, et al. Artificial surfactant therapy in hyaline
membrane disease. Lancet 1:55, 1980.

Collaborative Group on Antenatal Steroid Therapy. Effect of antenatal
dexamethasone administration on the prevention of respiratory distress syndrome.
Am ] Obstet Gynecol 141:276, 1981.

Jobe AH, Mitchell BR, Gunkel JH. Beneficial effects of the combined use of
prenatal corticosteroids and postnatal surfactant on pre-term infants. Am [ Obstet
Gynecol 168:508, 1993.

[t
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More Recent Recommended Reading:
Hawgood S. SP-A and SP-D knock-outs. (Abstract) ] Clin Invest 99:2992,
1997,

Floros F, Kala P. Surfactant Proteins: Molecular genetics of neonatal
pulmonary diseases. Annu Rev Physiol 60:365 -84, 1998.

Clements JA, Avery ME: Lung surfactants and neonatal respiratory distress
syndrome. Am ] Respir Crit Med 157:559-566, 1998.

Spragg R. et al. First clinical and early clinical experience with a recombinant
SP-C based surfactant. Appl Cardiopulmonary Pathophysiology 9:301, 2000.

Wright J R, et al. Surfactant protein A: Regulation of innate and adaptive
immune responses in lung inflammation. Am ] Respir Cell Mol Biol 24:513-517,
2001.

Floros J, Fan R. Surfactant Protein A and B genetic variants and respiratory
distress syndrome: Allele interactions. Biol Neonate 80(suppl 1)22-25, 2001.

Golioto A, Wright JR. Effects of surfactant lipids and surfactant protein A on
host defense functions of rat alveolar macrophages. Pediatr Res 51:220-227, 2002.




TABLE 1

Hyaline Membrane Disease (HMD): Selected Historical Aspects

YBSERVATION

Initial description of pulmonary hyaline membrane (PHM) considered
by Hochheim to represent aspirated amniotic fluid.

First English description of PHM in association with neonatal
pneumonia.

Prevailing view was that PHM resulted from aspirated amniotic sac
contents (“vernix” membrane). Other causes considered include
degenerated alveolar epithelium and anomalous development.

An interval of air breathing was proposed as prerequisite to
development of PHM, which are e:apeciai]y associated with
prematurity, fetal anoxia, maternal diabetes, and cesarean section.
Description of the clinical presentation of respiratory abnormalities in
association with PHM.

PHM results from tissue damage and transudation of plasma protein,
and are therefore secondary phenomena; atelectasis proposed as the
significant factor in HMD.

Radiographic descriptions of the reticulogranular pattern in
generalized neonatal atelectasis, as distinguished from the radiographic
appearance in cases of aspirated amniotic debris.

PHM further attributed to transudation after injury and shown to
consist principally of fibrin and entrapped cellular debris.

Clarification of the clinical pattern as the respiratory distress syndrome
with characteristic symptom complex permitting quantification of
severity.

Discovery of surfactant in pulmonary edema foam and lung extracts.
Major pulmonary function abnormalities in HMD elucidated.
Demonstration of pulmonary surfactant deficiency in infants who died
of HMD.

The term was changed at an International Conference, to that of
Idiopathic Respiratory Distress Syndrome - IRDS, then RDS has been
used synonymously with HMD ever since.

Decreased mortality with intensive care directed toward meeting
metabolic needs.

Demonstration of reduced lung phosphatidylcholine in HMD.
Description of chronic lung disease following respiratory therapy.

Continued ...




Improved survival in severe HMD with assisted ventilation.
Predictability of respiratory distress from the ratio of lecithin to
sphingomyelin in amniotic fluid as an index of lung maturity.
Markedly reduced mortality and severity with continuous positive
airway pressure.

Effectiveness of regional perinatal care demonstrated.

Description of surfactant-associated proteins initiated.

Prevention of HMD with antenatal corticosteroid administration.
Artificial surfactant replacement therapy was effective (bovine
preparation, Fujiwara).

Immunochemical characterization of surfactant-associated proteins.
Calf lung-derived surfactant administered at birth prevents pulmonary
hyaline membrane disease - HMD.

Structures of surfactant apoproteins described.

Surfactant-protein A deficiency in lungs of infants who died from
pulmonary hyaline membrane disease - HMD.

Metabolic and developmental aspects of surfactant system elaborated.
Evaluation of surfactants for replacement therapy in the United States.
Multicenter randomized trial of surfactant therapy.

Clinical trial of prctein-free surfactant (dipalmitoylphosphatidyl
choline) with additives.

Beneficial effects of combined use of prenatal corticostercids and
surfactant replacement.

Deficiency of surfactant protein B in congenital alveolar proteinosis.
Anti-inflammatory effects of surfactant lipids.

Sp-A (Surfactant-protein A) can mediate Mycobacterium tuberculosis
entry into alveolar macmphagu&, and can be an opsonin for some
viruses and bacteria.

Role of Surfactant protein A in regulation of innate and adaptive
immune responses in lung inflammation.

Surfactant protein D demonstrated in all secretory epithelial cells -
skin, saliva, tears, G-I tract, etc.
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This facsimile message and its contents are legally pnvileged and confidential information intended solely
for the use of the individual or entty named on this transmission sheet. If you are not the intended
recipient, you are hereby nonfied that any disclosure, copying, distribution or usc of the contents of this fax _
is strictly prohibited. If you have received this fax in eror, please notify us by telephone immediately so
that we may arrange for the remrieval or destruction of the original documents. Thank you.

Please call at if there is any
problem with the transmission of this fax or if you have received this fax in error.
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THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT

Wicness seminars are intended to address issues of medical-hiscorical inrerest in the larter half of the
twenticth century. The enrire proceedings are recorded and transcribed by the Wellcome Truse with 3
view 10 publication to generate interest in, and provide marerial saurces for, the study of significant eve; ts

e e 0 0 e e
1. NAME Dr Mary Ellen Avery

2. ADDRESS Children's Huspil:d Boston
300 Lungv.rcrnld Avennes
Boston, MA 02115, UsA

3. WITNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity and Mortality
15 June 2004

. ASSIGNMENT

I confirm thar I am the author and legal owner of my concribution to the proceedings of the Witnes
Seminar and of any commencs [ may have made on any draft transcript ("my Conrtribution”), and |
assign to the Trustee of the Wellcome Trust (“the Truse”) the copyright in my Conrributipn,

SOUND RECORDING

I confirm that the engire copyright and all other rights in the sound recording made of my
Conuibution by the Trust ar the Witness Seminar (“the Sound Recording™) and the transcript made

- of the Sound Recording belong to the Trust for the full peried of copyright including all renewals
and exr=nsions,

PUBLICATION

| acknowledge the right of the Trusr as assignee of the copyright in my Contribution to publish my
Contribution in whole or jn part

I acknowledge the right of the ediror of any publication of my Conrribution 1o edit my Contriburion

provided that my approval of any changes made by the editor will be obtained (such approval nor o
be unreasonahly withheld).

USE OF MY CONTRIB UTION

I rescrve the right to make use of my Contribution, having first obrained the permission of the Trust
for me w do so (such permission not o he unreasonably withheld) and I con firm that in any such

use [ m%??ﬁc? . f
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at University College London UCL
210 Euston Road » London » NW1 2BE b L
www.uclac.uk/histmed « +44 (0) 20 7672 8100 ' = ]

Dr Mary Ellen Avery, Dr Daphne Christie
Children's Hospiral Bosron, d.chrintie@ucl ac.uk
300 l.ungwua-d Avenue, st iecl ar,u kihistrred
BOSTON, MA 02115 Tel: +44 (0) 20 7679 8125

USA A\ Fax: +4440 20 7679 8192 €
V ;

[;}\ 7 December 2004
Dear Dr Avery

Witness Seminar: Prenatal Corticosteroids for reducing Morbidiry and Mortality

I enclose a draft transcript of the Witness Seminar on ‘Prenatal Corticosteroids for reducing
Morbidity and Morality’ o which you contributed. 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 ar UCL.

I would be most grateful if 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 addirional
information can be added as a foornote and you may like fo 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.ucl.ac.ult/histmed/witnesses.hrml

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

® Please provide a 2-3 sentence biographical piece for inclusion in the notes ar the end , 2 &h

of the volume including year of birth and dates of major appointments : HLH fes
e ¥ |

/ 2

® Please let us know if you do My want your name included in our rij-}'mr{}: s,
marketing mailings. "y e K

* We would like o include illustrations of early work in the volume. If you have any suitable 3
images or figures, please include these with the pages. They will be carefully scanned and
rerurned in protective packaging,

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

* A final proof version, incorporating the changes made by all the participants, added footnotes,
and any queries will be sent 1o you in Seprember 2005 for return within 1 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 aftec publication.

I look forward to hearing from you.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

e s e =2 e

The Wellcome Trust Centre for the Hastory of Medicine at University College London is funded by the Wellcome Trast.
which is a registered charity, no. 210183, Histmed logo images courtesy Wellcome Library, London,
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PRENATAL CORTICOSTEROIDS FOR
REDUCING MORBIDITY AND
MORTALITY

The transcript of a Witness Seminar held by the Wellcome Trust Cenire
for the History of Medicine at UCL, London,
on 15 June 2004

Edited by L A Reynolds and E M Tansey

Dr Mary Ellen Avery: I bring you a personal view of the discovery of
aspects of maturation of the lung of the preterm infant by antenatal
glucocorticoids. The story really begins as you have noticed with
Professor (.C. Liggins (Mont) an obstetrician in Auckland. I am happy
to acknowledge that he has been a most generous supporter and friend
and we have been in close touch during the 1960s and 1970s, when this

story evolved.

[ was asked to give a personal point of view and [ will tell you how I got
into the act. The studies of babies were initiated largely, 1 think, in this

country (England), with Barcroft and Barron in combination with

Maureen Young. I was finishing a fellowship supported by the National
Institutes of Health in 1957 to 1959, and then a Fellowship from the

Markle Foundation. So I was set free. [ decided to go to the UK, because
I had been associated with Clement Smith and knew that he felt great
admiration for English research and animal research in particular, and, of
course, that was followed within a month with Leonard Strang at
University College Hospital. My research fellows at Johns Hopkins set
out to map the course of events in the developing ewe lung, the animal of
choice. (I have often wondered why, and I think it’s because babies and

lambs are about the same size at birth and the equipment you had for one
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worked for the other. I don’t know if that’s quite true or not, but those are

my thoughts on the matier.)

I became interested in other things, but the group in the lab continued and
the names that come into mind include Florence Moog, a brilliant
anatomist, embryologist who was studying the intestine of mice in S5t

Louis. We were both members of the same National Institutes of Health

Study section, so this was a coffee break conversation. What do you do?

What do I do? She told me she can accelerate the maturation of the
intestine of suckling mice measured by the appearance of alkaline
phosphatase in the duodenum after administration of glucocorticoid to the

mother.

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 our laboratory (which then numbered 15 or 20)
produced a paper about the timing was of varous enzymes and other
events in the normal lamb lungs. T went to New Zealand as a guest of the
Society of Obstetricians and the Paediatric Society, Mont Liggins was
there and after I said that lambs were perfectly normal by 147 days, Mont
said, ‘Well, what if I told you we can identify accelerated maturation in
the lambs’ lungs at 115 days? 147 days in Boston, 115 days with
acceleration? That's too big to be an error. New Zealand lambs were
different from the lambs in the USA. 1 didn’t believe that, neither did he.
It appeared that in fact glucocorticoids could accelerate lung maturation

of lambs.

The story of the glucocorticoids moved ahead when Liggins and Howie
proposed a randomized controlled trial, I think 100 days before the

birth of the lamb, and it was obvious that the effect was reproducible. I
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would also like to pay tribute to Sue Buckingham, a fellow at the
Columbia Presbyterian medical school in New York City, probably well
known to you. She presented at a federation meeting on the effects on the
mice. In 1969 she made that point, and I thought it was frivolous, Then
we had a series of observations over and over, that glucocorticoids
accelerated maturation, not only of the Moog’s intestine, but also of the
fetal lung. I, by then, had finished my Fellowship (Sue, alas, died shortly
after that meeting, which was a great tragedy, but her contribution was
invaluable). This is the story in which I had first-hand involvement, but [
never got over wanting to know what would be the long-term outcome of
anything that's invasive. Others at Columbia were saying “Never should
a premature baby be allowed to die without a course of glucocorticoids”.
It was a sad commentary in retrospect except it didn’t seem to make
much difference one way or another, except in the context of accelerating
maturation of the fetal lung and intestine. There are still those who are
worried about long-term outcomes and I think we will hear more about
that from some of the participants here. I too have been concerned that
there has been a temptation to assume that if a little bit is good, more is
better, or give more than one dose, just let’s try it, postnatally, maybe we
don’t need to give it prenatally, we will give it postnatally and we wall

give bigger doses, because you might get a bigger effect.

At the meeting in Christchurch, with Liggins in attendance, [ had given
the most boring paper I ever gave, describing the time of onset of a whole

bunch of things we could measure to map out the terrain of the

maturation of different organs in the lamb, knowing that we were

particularly interested in lambs, Why did we turable to that? It was partly
that Mont wanted information from sheep. They were different from what

he expected. And the difference turned out to have been that some of
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them animals got steroids and some didn’t, and the ones that were
advanced had the steroids. There was a concern that that would be a

permanent effect if they were, ‘maybe treated in utero, but injured in

some -way by the steroid, that they would grow up with small lungs or

some failure of the lung to perform in some way, and so he needed all the
information he could get about safety. And I think we published our first
paper on six sets of twins. That wasn’t a very big series, but six out of six,
who showed the same result. It meant that the data were pretty secure, but

the next question was what happens when they are ten years old?

Some of the follow up has been done and it turns out that the lungs play
catch-up just as do children on steroid therapy for a month for whatever
disease, when you withdraw it, you see their growth curves flat while
they are on steroids, and then they catch up and hit the very level that was
predicted before. Well catch-up growth takes place in these babies. And
that’s quite remarkable. Maturation at the expense of cell division. Take
away the stimulus of the cells, they do more than they would have done
otherwise and ‘catch up’. I think others in this room might be better

students of this phenomenon than I am, and I turn the microphone over.

Gabbay: If I could just pursue that for one second. You have taken us into the
science of it. I was interested if you like in the community of scientists who were
interacting, and how it was you came to be discussing, and it seems to me that what
you have said, and I just wondered if this was an accurate impression, is that he
actively sought out your data, he came to hear your talk, came to talk to you because
it was of particular interest to him, and that we have not so much the coincidence that
Richard intimated earlier with his question, but a deliberate conversation between
people with a common intérest.

Avery: We didn’t know we had a common interest until we were

drinking tea of all things.
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Frofessor Sir Christopher Booth: How did it happen that you were in Christchurch
at that erucial moment?

Avery: The meeting was a combined meeting of obstetricians and
pediatricians. They had invited me over as a visiting speaker. It was the

first meeting with Liggins who told me of these findings,

Hey: I think it might be sensible to break and explore some of the
++......ation that went on 'between 1977 and Ross’s ‘reporting to the

College 1n 1994. And we end up with the NIH conference. It's a long

period of time. Mary, you were a witness to much of this.

Avery: It was frustrating.

Hey: Well I mean you banged the drums quite hard.

Avery: I cannot begin to organize my thoughts for this period. I was not centrally
engaged, I am not an obstetrician, I didn’t want to tell obstetricians what to do and
what not to do. In fact, I didn’t have that kind of self-confidence. T wanted long-term
follow up. 1 spent hours with Ross Howie, urging him to please keep track because
the Swiss were talking about inhibiting lungs seriously, and even brains weren't
growing well if little animals got big steroid doses during pregnancy. You probably
know that. It's kind of scary. All anirnal. It was done by the group in Bem, I think it
15 Burmri who is the fellow who is still publishing on beware, beware, and I cannot
counter that. I'm glad he’s looking at it, and I just think we have to be vigilant and
those of us who spend more time with babies, have to keep track of the babies.

Avery: | think we have to think in terms of 1970s versus the 1990s and
over 2000, because up until the 1970s the controlled trials were very
supportive of efficacy of prenatal glucocorticoids, but that was an era
when we didn’t have lots of babies under 800g. Now the story’s different.
We have babies of 600g and 700g and 800g, who are getting
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glucococorticoids, and we assumed that they wouldn’t have any serious
toxicity. But along came Petra Huppi from Geneva who worked with us
at Harvard and who had developed a great experience with imaging
studies of the brains of these babies. There is no question that there can
be white matter problems which she has documented and published. I'm
not prepared to take a stand, I'm only saying this is one group, where
there could be toxicity, and where we really don’t know the cost-benefit
of accelerating the lung versus some white matter problems in the baby.
This is a new frontier, and I just wanted to put this on the table. I don't

know any more about it than [ have just said.

Thank you. First there is definitely a difference between male and female
and white and non-white. The Asian population is more advanced and yet
when you look at these differences they are real even into 20 weeks. I
don’t think they are big enough to swamp all the other things that are
going on, but it's a very interesting issue, I think about taking into
consideration the chance that you might have more girls and look at the

output in terms of scoring.

Richmond: I fully respect that there is a difference in survival based on
race and sex, but I didn’t think there would necessarily be a difference in
response to steroids based on that. It just means that you get more
informative clients if you choose the ones with the higher risk, but is

there a differential response to steroids based on sex or race?

Avery: [ cannot give you chapter and verse, I think there is a difference.

Maybe somebody else has a reference.’

—— — —

LCould you suggest an appropriate refcrence’?
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Avery: Just a note, Mont Liggins spent a sabbatical in Geoffrey Dawes

lab and specifically told Dawes that he would not allow anyone to do any

work, even discuss, surfactants for the whole time that Mont was there. =

Hey: Well, that’s straight from the horse's mouth.

Avery: One petty observation, but I couldn’t resist.

Hey: So are everybody's, but if people have kept their data, there’s more that can be
analysed that has not yet been done. Could anybody find the NIH data? Would the
NIH people share their data?

Avery: I have no idea.

Dr Mary Ellen [Mel] Avery

¥xx (b, 1927) was Professor of Paediatrics at Harvard Medical School, Boston, MA, from 19xx to
xxoxx and Physician-in-Chicf, later Emeritus, at the Children’s Hospital, Bogton, from 000 to 00
See Avery and Mead (19559); Avery (2000)

? Professor Mont Liggins wrotc: ‘1 spent a sabbatical with Geoffrey in 1970 but 1 certainly made no
such statement about surfactant | can't imagine where Mel got that idea. It should be deleted unless it
can be validated* E-mail to Professor Ross Howie, 11 January 2005, Prof Ligging wrote: "Mel Avery's
comment ...i3 news to me and [ cannot imagine where she got this idea from. [ had no reason to make
such a statcmertt. | think it should be deleted unless it can be validated.® E-mail to Dr Daphne Christie,
8 January 20035,
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Lois Reynolds

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

Sent: 03 August 2005 17:33

To: Mary. Avery @ childrens harvard.edu

Subject: Witness Seminar; Prenatal Corticosteroids : query

Dear Prof Avery,
May I check your suggested reference included in your fax of 21 June for the tollowing exchange:

Avery: Thank you. First there is definitely a ditterence berween male and female and white and non-white. The
Asian population is more advanced, yet when you look at these differences they are real, even into 20 weeks. I

don't think they are l!ig: .;_-nc.su:_-'h Lo SWamp all the ather things that are going on. It's a VEry i:ulcu.'.xtiz'l;g issue, |

think, taking into considerarion the chance that you might have all girls and look ar the outpur in terms of

SCOFINg,

Richmond: T fully respect thar there is a difference in survival based on race and sex, but | didn’t think there
A AC MO NG LN - |

would necessarily be a difference in response to steroids based on thar. It just means that you get more
informative clients if vou choose the ones with the |‘.i;'_|'|l.'|' risk, but is there a differencial response to steroids

based on sex or race?

Avery: | cannor give you chaprer and verse, [ think there is a difterence. (FN) Maybe somebody else has a
reference.

FM: Professor Mel Avery wrote: A male infant has 1.5 te 2.0 times the risk of faral hyaline membrane disease.
See Wood and Farerell (1974)." Fax o D lj.1|:1]1lﬁt' Christie, 21 _[u ne 2005,

I have been unable to find the reference by Wood and Farrell on Pub Med. The following by Farrell appeared in

Pediarr Research. | would be ;EI'.{[L‘[.I.II for an -.'.uJ:. |-.'pi_1.' o be included in the final |1r-.:-::-|. to be sent next week.
Which address should be used?

(1) 65 Grove Street, 1'-."'.'1']|.n.'a||.'§.'. MA 02482 LUSA
(i1} Children’s | [Llhl"lil:LI Boston, 300 Longwood Avenue, BOSTON, MA 02115 USA

Best wishes from Lois Reynolds
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Dear Professar .-'Jl.vr,'!j.'.

Witness Seminar: Prenatal Corticosteroids for Reducing Morbidity and Mortality
in Preterm Birth, 15 June 2004

Enclosed is the final }mml- of the transcript, Prenatal Corticosteroids for Reducing Morbidity and
Mortality in Preterm Birth to which you contributed, for your final approval. Please note that

only typographical corrections are allowed ar this stage.

Please return your correcred proofs NO LATER THAN Wednesday, 7 September 2005
Alternatively, if you have access to e-mail, please send any corrections to me ar
Lreynolds@ucl acwk  1f yvou think | could answer any queries over the |L-|L-|1h.|:|.;-_ I am also
available between Monday and Thursday on 020 7679 8123,

I'.]'Q.'JIMI..' look very I...lrt'[.LIIl:'.' ar your own ;_'|1-|'|'_|::|:||_;|[i|'||'| on pages ".\._'I .1.1'.:"r. Al .1|_'_ .1-.'-_| _|:-||_| VOLUr
biographical note on page 112 to check that the added footnotes are correct. In particular, 1
would like to ask: - : o Ehiveur)
£ i FEsll
* footnotes on pages| 57 36-7, /39, 46: please theck references and if incorrect, SUEEEest
appropriate citation($; -/
* if you would suUggest appropriate E)]H’-‘Hﬂ.‘ for missing text on pages 7 and 37 :

* two queries on pages 46 and 48.

The transcript will be published by the Wellcome Trust Centre for the History of Medicine ar
UCL in November 2005 as H:-Il.um 25 of Wellcome Witnesses to Twentieth C, entury Medicine. It
will be freely available immediately as a downloadable Adobe Acrobat file from
www.uclac.uklbistmed following the link to Publications and as a hard copy ordered from
wie.amazon.co.wk for £0 and www.amazon. com for $10. plus postage. A -._c:-m|.1|ir1u-n:.1r.1.' copy
will be sent to vou on publication.

We would also be grateful if you would suggest a journal, website or informarion group thar
might be willing to review this volume, or who might be willing to include a paragraph about it
as a new pub lu.mul'..

Yours sincerely,

7 X ]
.-""-\‘[..'r. ./ it Ll

£

:‘I"i I5 [.I.:li.h I‘{I;_'"l.ﬂl;kltiﬁ
Research Assistant to Dr Tilli Tansev
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PRENATAL CORTICOSTERQIDS FOR
REDUCING MORBIDITY AND MORTALITY IN
PRETERM BIRTH

Participants

AT

Among those attending the meeting:

Professor Richard Beard, [; sheila Duncan, Prof

Dr John Muir Gray, Professor Alison Macfarlane

i L} L 13
Professor WIALUMCCH T oung

Apologies include:
Pr s0r Sir Roberr Boyd, Dr Clive Dash. Profess
Dir Pamela Davies, Professor Sir Liam Denaldson. Profes
Ut Jonathan Grant, Professo
Professor Ross Howie, Profess: I
Protessor Sir Graham | IgZEIns
Dir Jonathan Mant, Profess
Dir Pe er srtucchield

Professor Jonathan Wigglesworth




understand now abourt the lung came from the combination of those Interests,

5

didn’c it?

Dr Mary Ellen (Mel) Avery: I bring you a personal view of the discovery of
aspects of maruration of the lung in the preterm infant by antenatal
glucocorticoids. The story really begins, as you have noted, with Professor G C
(Mont) Liggins, an obstetrician in Auckland. T am happy to acknowledge thar

he has been a most generous supporter and friend and we were in close toucl
during the 19605 and 1970s, when this story evolved.
| was asked to give a personal point of view and I will tell you how [ got into

the act. The studies of sheep were initiared largely, 1 think, in this country,

ngland, with Sir Joseph Barcroft and Don Barron also working with Maureen
L

E
.
I

ing. 1 was finishing a fellowship supported by the National Institutes of
ealth (NIH) from 1957 to 1959 and then a |'.;-||¢_~~_-.x_|~_i:~. from the Markle
Foundation. So I was set free. I decided to go to the UK, because T had been

associated with Clement Smith and knew that he relt grear fondness for Englisl

, e [ 2o .« i - i
rescanch ..I'I-.‘| AN1IMal rESCArCh In particular, .'!.".:_I_ ol course, ".'.'_||';_::'1 a :"|'|.;|!:!-, ':l'--!l

was followed by time with Leonard atrang at University Collepe Hospiral.”

KAy sacmareh | [ r Ienhn ?..l_ . . -.-| T g
My research fellows ar Johns Hopkins set our o map the course of evenrs in
ke developing: el lung he lamb, the animal of choice. I have ofie
the developing fetal lung of the lamb, the animal of chaice 1ave olten

wondered why, and I think ir's because babies and lambs are abour the same

H ef al (1939) A radiop
the adult and in the fetus, and
Mia=242 Barclay A R, Franklin
it LaTraiobdicmia Virfi L

¥ I Y 1 L
sirnfy, Oxlord |- Born GV R,
n the heart and lungs ar hirs

r. Vol XIX. New York Young M. (19xx) %% [could you sugpest an ippropriate article?|

(1945

fanr. Springfield, IL: C C Thomas, Strang

NS and




'1:-:-"'2' al l'l.il'ilfl H:Il.l. [EIL‘ ':.'I.|l|iE':'.':'|.l'I'.| :l.'l.i:.l I‘...'ll_l f-!"l onc ".'.'I'Il'l'.;:_'l_E :-l,IJ f.I:-;_' -;_:-ll']:_'."'_ | (i_-i:'l':.:

know if that is quire true or not, but those are my thoughts on the marter.

I became interested in other things, but the group in the lab continued and the

names '.I'..ll come Intoe mind I:'1._'=.||.|r.' Florenc e ?"-[-:u;'_. a bri liant anatomist and
embryologist who was studying the intestine of mice in St Louis.” We were
both members of the same study section at NIH, so this was a coffee break
conversation: “What do you do?” "What do [ do?’ She tells me she can accelerare
the maturation of the intestine of suc kling mice measured by the appearance of
alkaline phosphatase in the duodenum after administration of glucocorticoid to

the mother.

'har 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 I:'}]U;]I_j;-'_'ki a paper abour

he timing of various enzymes and other events in the normal lamb lunes ® I

-
=

went to New Zealand [in 19xx] as a guest of the So iety of Obstetricians and

the Paediarric dociety. Mont Liggins was there and after [ said that lambs we re

perfectly normal by 147 days gestation, Mont said, “Whar if I told YOu We can

identify accelerated maturation in the lambs' lungs ac 115 davs?’ Thar's oo bie

[a difference] 1o be an error. Were New Zealand lambs that different from the

lambs in the USA? I didn't believe thar, neither did he. I appeared that, in
J 1.1 | 1 . *1

facr, ;-'_II.I-.='I-."!| coids could dccelerate lung maturation of la

The story of the glucocorticoids moved ahead when Liggins and Howie

proposed a randomized control trial, I think 100 days before the birth of the

lamb, and it was obvious that the effect was reproducible,” I would also like to

pay tribute to Sue Buckingham, a Fellow ar the Columbia Preshyeerian

1953) The influence of the pituit system on the differeniar
LR L Inducnce of the pit Y—arcn ystem on the differennatnon of

phospharase in the dusdenum of the suckling mouse, Jonrmal of Experimental Foal
_i..""" 4l
1214902 paper from vour laboratory®® |

Lireins (1969),

" Liggins and Howie (19




Medical 5chool, probably well known to you. Ar the Federation of American
.\l-l.l-..j-!.'lil.'!'- |-|:LI ]':Z‘Z}“‘l.':i:lll.':'!f.l._ [?"i“l"'j-i:‘- me '!,;|'|Ir_ '.I‘,g_' I,'!j-L'\:_'nll_';l A paper or the :_-|'|-:_-L-;.
on mice. She made the point [?that ..............2%] in 1968 and ] thought it
was frivolous. Then we had a series of obzervations not well pur '_u-:::_-‘.lzx_-r ar that
time but confirmed over and over, that E ucocorticoids accelerared maruration,
not only of Moog's mice intestine, but also of the fetal lung. By then I had
finished my :-l.'”i"-'t"-l'.:.':" Sue, alas, died xl}-l‘_l_h' afrer thar :11;-.-;'_i|'|5_"_ which was a
great tragedy, for her contribution was valuable.

This is the SLOry In which [ had firse-hand involvement, bur 1 have never gor

over wanting to know what the long-term outcome of anvtl ng that's i

would be, Others ar Columbia were sy
|

1 . F =) ' ' 5 3
-.I..l.l'-'\.'l.'ij Ei} LI'.L WILNOUT 3 COUrse of FIucocoriic |,!x_ |; wWas a sad Commentary In

premarure baby be

retrospect, except it didn't set ke much d - one way or another,
except in the context of accelerating maturation of the feral lung and intestine.
There are still those who are worried about long-term outcomes and [ think we
will hiear more abourt that from some of the participants here. [ too have been
L'll!1-_-'.'::]-.'-.| thar there has '::-l.';.'lh a I.-.'l'.'.|'-l.*.|:.».=|'| o assume I|1.1t if a -:|'.||L' |'|i| T: {.:f'il-lﬁl.;..
more 15 berer, or o give more than one dose: “Just let's try ir, i:‘:--l'-l:'l.!l.l:_l:l.',
maybe we don’t need o give it _!‘IL'I:.iI.l:ll‘.'. we will give it postnatally and we

will give bigger doses, because you might ger a bigger effect.

Hey: I don't think we will rake questions at this stage, because Mel has just set

the scene. She's been very modest, our main American witness, and she will be
]

. 1 i B = i 1
.L."Ii.' to tell us a ot more |.=_1|,'|' _||1_|1:| the way 1n whict

things rolled our. We
shall want to hear from her about when the collaborative [22US WIH
{,.e:-||.l|.1|'|.'il.li‘-'l.' |;il':""l.||'lf'.:' f!'!.Ll was done and E‘-:"\-.'.' | Wwias dn:]:_-, and 1 It Was
done the way it was. Bur that's a long way down the line this afternoon. What
Wie :'-:'l'iil.l.:LI ﬁ'-" Now, I.'I!..'lll"iL' Wi h.]'.;_' OLEE :'-551: E'n|:_-|'-;, :..|| dise WSSION ;1|'|..{ questions

15 o |'--;-'i ::.Ii"l!l :|-il'-';' HIiI‘L '|".E'I'I 'u.'-':L'.x in '.|‘c room Ross :“nwi{_'_ onoe




worked in. [ £El the i.]:!J'II.'I:"\'II'Ir] she almost had to sit on the papers that he had

left behind, because he had left rather a lor, and it's surprising how much more
2

& 5 : - ¥ ¥ .
1. .‘-!I” LI"|'I:||:.:_"\I QL Of ||]l.|!1l2' |'|.i‘."":'." a0 we havent it R,-;'\-‘C:f. |'|I_'rr_' 11 |‘l:.,_'r\'|'|['|.L |_'!lj[

you might just hear his voice.

Professor Jane Harding: It’s a great honour for me to be here. I am sorry that
Mont Liggins and Ross Howie are not well enough to attend. They would both
wish to be here and although the programme suggests thar | might speak on
1|'Il.'i'.' ]"'i.'h-'l!l.. ! 'l-"."":.llill'!.l L‘I-’.‘l'!:' | "-'l!l :L'!: "-'-| - | |||.I.|;.' ':5'|- }'-'!!.l-. ;llL'.‘.' h 1V |";'-! me
and later on perhaps my own involvement in the continuation of this story 30

|

Vears later.

Figure: |

I will start by reading from a letter written by Mont Liggins to Tain Chalmers

earlier this year and I quote:

When I returned o a position as a Senior Lecrurer in O[bs] and Glvnael. at

National Women's Hospital in 1959, [ asked my friend Bill Liley, of fe

‘l'l;"a'l'! |.|:). i 5’, XXX




In total contrast, the lungs of the other remained solid and liver-like, ane

1
STk

I'here are a L'-LILI_:"|L' of things thar interest me abour these descriptions. One is

e unikgue painng of an CXpermental sCIEnNLst "'-‘-'l‘li:l was also an obstetrician,

with the only ]\'-\.lL'l.l

rs “1 f " f ' ¥ i
[.!'I'L' i’]‘-'l':’l1_'l_iill.lrl.'i’_ |"-|1"|i."'- -"-l‘-i'll'll.'f 15 that wharever the laver |"'L|-.L'|'|':|ll|'|‘-

arrician in the country who was capable of looking at [after]

T =
i : ! ]
became, irs clear thar borh the authors of the study were involved rogether

from the beginning, in the animal laboratory, as well as in the clinical aspects.

12,
Finally, | am entranced with Ross's comments that this lamb trial was simply a
sideline for both of them. It's an Interesting warning against the narrow and
predetermined endpoints of some research programmes, and highlights the
importance of serendipiry in progress.

Ross describes presenting the results of the completed study — not the iniral
part of the smdy thar was published in 1972, bur the completed study — at a
symposium hosted by the Royal College of Obstetricians and Gy ecologists of

the UK in 19777 He said to me, "They didn’t really want to hear’. He alsa

| transtusion § . Lontact ikura would have h 1 Mont with his work, notably

Welch. Bur animal work v th in any ad oo much else o do.” E-mail
= } 1 1 = T i f |

» Mrs Lois Revnolds, 12 June 2005, For details of the ].:.l.':. chart 1o measure amniotc Auid

kil ik - - i [ ] LT
bilirubin levels ;1.--r-~t| against pestational age, s Allen ef af, (2004); 11

Appendix xx, page xx

Dr ( |I'-'l.' Dash wrate: "Ar the time when
3 the UK study was in its recruirment
¥ pari i the « response of the delepates a

¢ speculative.” E- to Dir Daphne Christie, 10 Januan




reported that when he was asked for a recommendation as to whar people
should be doing, he said that the weatment looked very promising, but that it
would be unsafe to initiate a new trearment on the hasis of a _x,i.-.:__:l;_- trial, He
said that he knew what he should do, but that others should wait for u:'.;_‘,u':n;
{I'i.-.l.;!k. I::.‘-'[J‘:'l.'l E“'L'l.ll:l-]li.' |'.»'.'I'|,' can I:;'|”>; ,'||_'||_||_JI: [hr Progress .;|:|- ||'||: [reatment _;'l;l-[.{_'|' ||-'|;;[
ume. My own involvement began perhaps when I entered medical school in
1973. Both of the principal actors were my tutors. The use of antenaral steroids
was routine at that time in our hospital and has remained so ever since. By this
time Mont had moved onto other studies. Ross was l.'ul1'|3*-|:.'Lfr|:‘_r the four- and
six-year follow up of the original cohort, funded by the World Health
i}ry.-]rli:t;1[il|:1.'! He always believed very strongly thar long-term follow up was
essential for -131_\'|hi1'-§’. in neonatal care and ser abour this with his usual
:!‘_nrua:_'h approach. The :.l.l:ll.f'w'-"'Ji" studies were published in the early 1980s

and the ongoing follow up studies we will ralk abour later.

Hey: Would you like to explain why they chose the steroids they did, because a
|--'. nll |'|;_'c1?|-.' never seem to have .'hr'.ln'-.l. Muast E*r-*[‘-‘-:_' I';‘.ir_ ¢ that if -'i‘.-:_'_'.' are
LI-'-iZ1:.:: betamethasone L]'.-:-_h' must be .'..n-':n:_{ the p|m_:|u,_1 that Ross and Mont did.
'J'hu'_'.' think it is beramethasone, ful

SEO
.I!IE 3

Harding: I can tell you thar story because | specifically asked both of them in

WOrs In

recent weeks. To paraphrase a long story: Mont had been doing

human pregnancy on the effects of steroids on the ferus, and he had a
H.':Ik.u:ll:_i!‘.-]r ile'.'l |-|. what \_E::m_' |||- x:i:ui‘l was |._'|,||,|i:.;;i to SUPPIcss progesierone

production and he presumed that that would be an adequate dose to do

WHO studies#### MacArth L awre R croete | A, Elkins |
psvchosocial deve op L of touwr-year-old children whose mothers were 1
with beramethasone, Pe I 8: 038=43. ? Harding | E, Howie R

i hospinal dity after newhorn inensive care

100: 548-52. For erpatum, see Newr Zag ! al fovrmal (1987): 6425

s P
Follow-up studies here,




Professor Dafydd Walters: Could you remind us of the gestation, the shortest

gL'HT.iiiLl:l |'|i.'I'II'l'.i o Z!"I'..- ;_'|!-."'.I|" ol .i'i.ll‘:'.:'\.:'

Harding: Given a moment I could look ir up, bur from memory the youngest
'|_‘|I_'.'-1.“i|:'li| WS .:||.'|l:||.|| .-I.hl (i lg _‘!"J‘ 'r‘\'l'{']'i!\-. .'I'II.L:.' ':l'I‘L' AVETags gostanon at kl':.'l.i"-'(.'i'l' Was

around 35 weeks.

Walters: Time moves on, and n-:“-'il'llﬁh' steroids are now used for much

'\]E-i'lllll'.' gesration Il.l:'lIL'h.

Hey: But most of the trial evidence was still based on the old dara from the
pre-ventilator days, and now we might say thar all the daca thar showed thar
steroids saved lives antedates the arri ot surtactant. There hasn't been a rrial

done, as far as [ know, looking ar the addirional benefit of steroids as well as

Harding: Yes, there have. There have been ar least fi ials in the 19905 and |

: - iz : o 3 S o :
am sure Dr Crowley will talk abour this. But the new Cochrane Review. which
1s in the process of being produced, will show clearly thar the benefir is sl
there in the surfactant era, in the ventilator era and in the four randomized

lacebo control trials done in the 1990s.

Sir lain Chalmers: Jane, | don't know whether vou have tried to do this
already, but it would be wonderful if these mothers and children that you are

ML ANE

n roucn "|'I-E|I'I came to know LISk !'|-|'.". i_':'||1-"::_.:|:': a .L;'l:'|'_|'_i'||_;ri|..-'| [:-|._--, have made

to the history of perinatal care. It you haven't planned 1o do so already, could

vou think abour letting them know thar?

' | I ik
Four trials in the 19




Harding: We tried very hard to emphasize [??whar?], this is part of our
rECruitment process, as you can :_|:L|:‘_'i:1-.'. E'i;,-l[;nlu 30-year olds, who are h.-u;.:,-
with r..ﬁl't'li]_'-' and life and career and x'.';'r:;']|1i|5i; elze, to come .I_|||r'|:_~: and have
I‘n.i:l:l-' extensive ‘:L".r:.ngl, 1S not easy, and we did '\.I'ln;-"l"_ki_ a great deal of time and
energy trying to explain to the participants and their mothers how important
this trial was and how imporrant it was to know what effect it may have in the
long term. Bur as [ think I have already alluded to, people were very, very
positive about the whole . rience of l""i:’.‘-: involved in the trial. which :;—_.:I_-.-
reassured me immensely about the consent process and the whole management

of the trial.
Chalmers: You can rell them now 1 ICY are farmally part of history,

Harding: When we write to them, telling them the results of the follow up, we

will do thar.

Professor John Gabbay: We have been left with a slight impression that there

was a wonderful element of serendipity with Mary Ellen's coffee room

1 - ; 1 I 11 101
CISCUSS10m, |'..||1iu'!1'”_r o !'-il::i'l inte these people. [ would like to test that by

.|1--|1.'i:|1\_r .1‘-1.|:':L' Ellen if you coul v owl you chose to go to New Zealand, and

\ \ . |
\.'-!‘:} that CONVErsArion happened and how It Came about :|'_.-_| YOy

were

It e e e I A = " ¥ 5 i (E B H
discussing that, because I suspect that it's not pure chance, and 1 would like 1o

1 ’ 5 . . 5 i
l.'.‘:i.‘-'.-.-l'l._' '-.‘-'!‘..I.I :.'LI. o [hat particular common Inrterest |'|;_-|;';~_-_ dlscussed '.!:L".i'.

Avery: At the meering in Christchurch, with 1 iggins in attendance, | had given

the most lru:'in:_-, paper | have ever given, describing the time of onser of

] .L

whole bunch of things that we could measure to map out the rerrain of the

i{ =

maturation of ditferent organ

s in the lamb, knowing that we were particularly
interested in lambs, Why did we tumble to that? It was partly thatr Mont

wanted informartion from sheep, some of which were different from what he




Lois Reynolds

From: Avery, Mary [Mary.Avery @ childrens.harvard.edu]

Sent: 24 August 2005 15:35

To: ucgarey @ ucl.ac.uk; |reynolds @ucl.ac.uk

Subject: RE: Witness Seminar: Prenatal corticosteroids: your comment, page 48

Ta: Mrs. Lois RL‘:‘.'I'II:'ILI'\'

Do {f"”{.“'-"i '

The reference you were looking for is: SN
Wood, RE, Farrell, PM. Epidemiology of respiratory distress syndrome (RDS). Ped. Res.(8) 452.1974.
Thank vou tor all of vour good work. ; o o ;
4 J £ L.-j-ﬂ__i...‘_ I.'L‘\E .\-\.:T: Il“_’! |\\- 1L L/h]/')
Dr. Mary Ellen Avery v B
Ivlar en Avery E-"‘Li_ﬁ'.-fu o= -
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expected. And the difference turned our to have been that some of the animals
got steroids and some didn’t, and the ones that were advanced had received the
steroids. [here was a concern that that would be a permanent effect if they
were treated in utero, bur injured in some way by the steroid; that they would
grow up with small lungs or the lung would fail te perform in some way, and
so he needed all the information he could get abour \..I::.I.'I.Il'. I think we
published our first paper on six sets of twins. That wasn’t a very big series, bur
six out of six showed the same result. It meant that the dara were pretty secure,

bur the next question was, "What h.=:|1l1-.:rh when '.|:f:j~' are ten years old?

Some of the follow up has been done and it turns our that the lungs play catch-

i.l?'. JUST a8 C :Il.d:'i. Il I.I on steroid ‘.!':;'r.1.|'-'.' or a ."|'|l:'|‘:|_|'| Ior '«.‘.'i'_.= CVEer |_||'\-'_'_'|~|~'\_ and
i L : . i 1 PO L
whnen you witnaraw 1f, you see |!'I'.':r Erowin curves arc [ar wWinlle they aré on

steroids, and then they catch up and hir the very level cthat was |1;._-H_|L|-,-L'_

before. Carch-up growth takes place in these babies. And that is quite

remarkable: maturarion at the expense of cell division. Take away the stimulus

of the cells, they do more than they would have done otherwise and ‘catch up

I think others in this room might be better students of this phenomenon than |

am, and [ turn the microphone over.

Gﬂbbﬂ}"f It I could E.'.*': PUISLE that for one second. You have aken us into the
!NL.."..'ILLLZ ':"|- i‘.. ] WS ZI'|r;;:'|;-:'.|;;..:I,. |, :.|||_| :|_-.,-_ i:1 ;|:;_- .,;.::;_|'|'|_|;'|i':.||- .5:- 5 i1-|-!|:.‘-_._ “-!:_‘
were il':[l.".1l.l.':i:l::_‘_. and how it was you came to be dis '-'“"i:"?i these 1..||i“._ I
seems o me thar whar have s: ar just wondered if this was an

¢ sought our your data, he came
to hear vour talk, » o talk o you because it was of |1.:.|'|i._uf.|.' Interest o
him, and that we have not so much the coincidence that Richard inrimated
carlier with his question, bur a deliberate conversation berween people with a

COMMmMOn INnterest,




Avery: We didn't know we had a common interest until we were d|:_||'55|:1_-. tea

thar afternoon, of all things.

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

':.:]II'!.'\'I-.']T.!FI. !'! Al ||'|.’.[ Crug i.‘.! I1'!lll'|'|i'|'I!-r

Avery: They had invited me over as a visiting speaker. They had heard thar |

was fooling around with surfactants.

Dr lan Jones: You mentioned that Mont had Wellcome Trust tunding. Could
you tell us anything about the type of funding he had, and how significant thar
was o his work?

Harding: The short answer is no, 1 ot, but | could go back and ask him.

He commented abour whao gave him the money and I think probably he

i F i ; ! "
simpliy asked for rescarch funding to look ar preterm labour,” | cannot tell vou
maorc actalls about now much It was, not his personal salary, It must have Deen

Y- ¥ i g
".'-.i-l'_--.'_LI;.: l.'.‘ZE‘-l.".‘.w-l_‘x I[ Waas O s0me l\.l.lﬂ'\ll,l(':_i_'l!;' |1-.-|:-.:--.! of tume, because |:-:-

L : 1
worked on this tor SCYEral Years

Dr Daphne Christie: Dr Till; F'ansey has tried to find out some information

bourt this, 50 we might be able ro get back o vou later on this,™

[

Dr Stephen Hanney: We have been looking at the ‘payback’ or benefits from

this whole stream of work, and | will be talking later. On this specific question,

s - N LR
See Tansey:2Appendi??
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I'his widespread pracrice, unsupported by any evidence, generated the need for
a new round of randomized trials to evaluate the immediate and |-|:;Ix_;_-:g||1-_
!i“'!'.'-"IL".iI':- -L'I:'Il.l I'I.I.-'-'I:".]H ||[. \E.‘1§_'j|'.' ViETSLLS I'|.'|'l;.'.|'.c_|.| COLUTSES ||r. antenatal steroids
These trials are .|'.|.|';':1'.!:-.' recruiting, Had the publication of the Auckland rrial
in 1972 been followed rapidly by a large multicentre trial and by the
:-L:im.';]u-.'l'.l use of a ‘-I!!f_‘LE-.J course of antenatal steroids as the standard of care.
trials of ~:.|1':'_f;' VELSUS repeat courses of antenaral steroids would have taken
place in the 1980s. So, largely due o a collecrive i1:c'll-x-.:-r~..~.| failure to
disseminate and implement evidence concerning an effective intervention,

progress in the area remains about 20 years behind where it should be.

Hey: 1 think it might be sensible to break and explore some of the ........ation
that wenr on berween 1977 and ::-"L\.']]cn_:] Ross's n;-['l-...ni:n; f-:l't'l"mlt'tl-:i to the
[?which?] College in [?and?] 1994 and [*when?] we end up with the NIH
conference, It's a iw-n:t; period of time l'k.1.'.:'j|L' [#Mel?], VOU WEre a witness to

much of this.
Avery: Ir was frustrating,
Hey: Well, you banged the drur

Avery: | cannot begin to organize my thoughts for this period. 1 was not
centrally engaged: I am not an obstetrician; 1 didn't want to tell obsterricians
what to do and what not to do. In fact, I didn’t have thar kind of self
confidence. | wanted 2 long-term follow up. I spent hours with Ross Howie,

urging him to ‘please keep track’ because the Swiss were talking about this

[rCAtmenr ser 1 E'.i:'l:', ILNgs, and EVEN !l:.,|_|'|l. WELEn ur‘;'~\'i=:;-_ well it

lietle animals gor big steroid doses during pregnancy. You probably know that

It's kind of scary. It was done by the group in Berne, I think it is Burri [ar the
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\.|I
Universite de Paris], the fellow who is still publishing on ‘beware, beware,’ and
| cannot counter that. " I'm glad he's looking ar it, and [ just think we have to

be vigilant and [Sehg?] those of us who spend more time with this have 10 keep

| s E P
track OfF LG DADIcs,

Lilford: Since this is a history meeting, and while you have been 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 about this crossed the Indian
Ocean and people were interested there. As I can recall it, there seemed to be a
notion that many babies would, in retrospect, be found not to have needed
antenatal steroids because their lungs were very marture. And so the idea thar

Wias !.':L'!I'I:_'L l,'l'.ll Aar I I I wWas (Nat one 106 | | 1l 1E I_I__':'l;.'_'\- Were
.|!|'i.'.'|l.|:‘|' ITlan = d-all 'l.. I_‘L'r~.'|:'l ‘-'«.'hll l\.ill.l "E:.._l_'. '_I:_"‘\l,'l'.:_'\_ Was Ime. ‘\. j.r. 'LIII‘;]:_'I:'":"l.:_:.'
IZL'L'i.iL'kE. C.’Iil:ﬁ' Ll'.'l:".':.'ll‘-'. !\..."I".':I ] 'l.'.".:'.lln.E '-E.:l dll AINNIDCCILG \i"'. .I':": .';' !":.'l.._:l ] '.II'II:'.!_:_\.I”L'{:
a bubble test and I would take the fluid off to a side reom and I would mix it
with alcohol.” | would shake it and then there was this charr on the wall where
||"|'|. |"i.;. |I|!L' I.IR.': ..|.l l\.:'lla'l.l.i. .:"'L' ;L'...I:l.l.i o n '.Iril:a'. ]I If"IL'rl.' WCeIre more ||'._i,|'| d
certain number of bubbles, then we could safely proceed with the delivery the
next dav. If there weren't, then we gave steroids. We would re-test two days

|.7I[:.". .I:'!I.I. .I 4 e were now bubbles Wwhe ic::\"ﬂ.' we M-.:'_||~h;, £ _|._"||_';'|g:_ ¥ ;,‘I:_'l'_'.'n;_'r.',

S0 there must have been another scie limate r g at that time which

said thar [2we should?] discriminate more befo e shove these steroids in. Bu

as far as | know, tha 12 Ol '!:--t.i'_.ul ran into the sands, it didn't pr

1 1=
11V Walk. I JUSL [Cntioen iI'..EI Or your edifnication.

Prof Avery, is this the correct Burr ref? 1f

L honov V., Burn P H, Clement A

development by glucocorticoids:

-I:."!!‘I-l.l-.h. N & ICFATIon cial lung maturaton. i
Prof Lilford, could vou expand on the bubble rese? Our




Mrs Brenda Mullinger: At the time of the UK mulricentre trial, I was wor
for Glaxo and I coordinated the trial in the UK.” What | wanted to say relates
to what Professor Crowley said about uptake. Although we originally

coordinated the study after different clinicians had approached Glaxo, we

{(!1||:|_i, ||'|;'|[ wWe |',--:_'|;:||.':] more Centres ro il.l..l'l the study, and so we did actually try

approaching [?approach?] other centres in the UK. Looking at the paper [now?]
we got underway in mid-1975, but [ was told by Dr Clive Dash, the medic at
Glaxo who unforrunarely cannor be here, that many of the UK centres who
were approached wouldn't join the study because they were already using
betamethasone and they felt thar it wasn't ethical to have control groups. So
that .|!||':--u5_',!'. Yo '.:|"L-‘:L.".' ‘:'..L}":w was only 10 per cent, certainly the research
centres, the sort of centres that might ¢ joined the study, were starting o

think about using it by the

f RDS relative o
w .'.\,I 5 PCStationn ¢ Lamsu &F J
he UK multicentre study Fal (] wias designed in
nublication o pein Howie (1972) and «
f interest from some

1 i

WENT OF Lalaxo 1m
> design and

copmized that

the study recruitm arted fabout ong
recrunt patients o the study Tor varous rea

to Dr Daphne Christie, 10 Janua




Lois Reynolds

From: Avery, Mary [Mary Avery@ childrens.harvard. edu]

Sent: 30 August 2005 15:55

To: ucgarey @ uvcl.ac.uk; Lreynolds @ucl.ac.uk

Subject: RE: Wilness Seminar: Corlicosteroids : corréctions received

| 'Glil"\-.

[ wasn't sure if you had seen this article: \/ '].}t

Stefan A. Tschanz, Andrew N. Makanya. Beat Haenni, and Peter H. Burri. Effects of Neonatal High-Dose

[0S

}\l'll.'ll.'l I..L'I.'i'l'l { .Fl.l.lkllx'\-:'”l\.'::'i'.l |.‘."\'-I’:i'.l".'ll| on :l'.{' I LUng: l'l. ."\i.l".|‘|'!"|'|5'_i-. .I!Il.l .l'r1="|':"|!I||'|'li.'|f||. ."“".I!\:i'-' n th' H-:[

Pediatric Research. 2003 Vol 53(1): 72

Mary Ellen Avery




Avery: We have to think in terms of the 1970s versus the 19905 and up fo
2000, because up until the 1970s the control trials were very supportive of the
efficacy of prenatal glucocorticoids, bur thar was an era when we didn't have

v
L

lots of babies under 800g. Now the SLOTY 1S different. We have babies weighing
G0lg, /00g and 5800g, who are L:L".'.ilzu glucococorticoids, and we assumed that

they wouldn't have anv serious ':r:.'\‘i\i::,'. Bur .|].|-n:_', came Perra I‘]uf_'\';'q From

Geneva, who worked with us ar Harvard and had de --|1-.-\f a great experience
with imaging studies of the brains of these babies. There is no question tha
there can be white mareer |1:f.-':1|-.-|1',-. which she has documented and
pu':ml':.u]u.-d.' I'm not :‘I'L‘P.:IIL'I_{ o take a stand, I'm on y x;!:ﬁ_nl_: this is one group

where there could be toxicity, and where we re: v don't know the ¢ ast—henefir
Of .i.lCn.'-\'..'lL'I'.'I'.iJ"._i" l::ll.' !LI'.r'lg VErSUS S0me -.-.,_:|i:q'_' Mmatter |'||'.,;;‘..!|_-|'|:\,, jr] the -;-._||1_-.L-_ I !"|i- i-\

e 11 purt thi 1 the table. [ don't know -
4 NCW ITontier, anc | :||.:‘-| Wanted oo I,".".II this on the tablc Aon [ KEnow any

more about it than | have just said.

5
Crowley: Through all the systematigc trials we have kept an eye on
incraventricular 31..|r;.".]-:'-_'|_.13;;_' (INH) and periventricular leukomalacia (PVI

There is good evidence that these adverse outcomes are reduced by antenaral
steroids across the gestational ages. Th ¢ of early postnatal steroids is
associated with an increased risk of adverse outcome. Anrtenatal steroids are

protectve 1n terms of neonatal ne r, whether vou look ar

autopsy or with imag technigues for PVL, Would vau agree with that, Jane?

Harding: If | could come back |‘-ri'.'l-!_'.' to address Richard Lilford’s point and
then go back to some of the reasons perhaps why steroids weren't used. I have
just dragged our the report of the 70th Ross Conference on Paediatric
Research, \.1.'|-|',-\_'i‘. was | think .LE*-\:-!H 1970, |1l|‘: | xi,:-|'|.': |];=_'.'-:_' a dare oan ':]n' p.‘:!:l_':.

Prok .""|‘|"-."r_\". T T[|I|\|l|- relerence Murphy B nder TE !|;|;-|-: " 5. Warheld 5.
Ziemtara G P, Kikinis R, Jolesz F A, Volpe 1 1. (2001 mpaired cerchral

1 GETEF Treatment '.'.'|E'| ' -




[From the floor: 1976]." It was one of the places where Mont Lig

reported the outcomes of the Auckland trial. He also reports the outcomes of
ratios in amniotic fluid before and after steroid treatment, and points our that
they don’t change consistently, so thar amniotic testing for fetal lung
maturation did not reflect clinical lung marturation. I was reminded of his

{-.i1'l|._|ll.1:|l.|'l!_'. |'I.LI'.'|:_‘_L'."I""!'.‘. 'l.".'l!i-.hl'l 1% ".'.'I"I_'-.' ] i_'I'.'.I:;:;:'I.l 1T CrLes

F 1 - 1 ot '

We have not attempied to selece patients on the basis of assessment of
I i ' i Yuid | ]

pulmonary maturation from amnienc furd analyses |.': pregnancies beyvond

Iz P B Rl Ty - P T R 1

34 weeks, in which the risk of respirarory distress ~_~|.L|.n||.-.- BELY5) s low, a

strong case can be made for giving | ids only when sults of

weeks  the

amniocentesis indicate  pulmonary amiri Before 32

likelihood of RDS is so high, and fin Ng a mature pattern in amniotc Hud
E

is 5o low thar rrearment without prior amniocentesis is probably justfied.

Sa back then, they had considered the phenomenon, had picked the subjecis o

uinclude, and concluded thar it wasn't worth doing, except perhaps in

pregnancies more than 34 weeks,

If [ could go back to the guestion of why, perhaps, uprake wasn’t as wic

as it might have been in the 1980s. [ have asked both Ross and Maont

carefully abour why they thought that it o long for this treatment to
come into widespread use, and they have borh g rwo general
answers. The first is that, particularly in the UK, they felt, good
could come from '.!'.q‘ 'i..-l..-.;:'.f-"ﬁ.. .:'||,| :I;" Z..hi of w

L

| was done was
B : :
g that they both said to me was they felt thar in

15 WEre |!]L' |"L"". € Wihd WEre l\.!!'\.-.II'IE.:.-_'!!"!':fL
r could manage lune disease. chat thers was 6o Uy
COLLICE Managee 1L CHISEASE, TNAT there was not reatly a

1 =
¢ ODIICITIClans Wene [res |!:I:: on il'.l.'l! ICITIDorics,

v matermnal
I ‘I -'I CINRITON af

betamethasone administraton, Moore T D
|r!'II'..'II4 LA 4,1 | FIEETE, ¥ : k

the 70th Ross C fence on Pediairic Research
lumbus, OH: Ross Lal

103, [highlighted e differs from Ross Howie's list]

I'age number of quore??




: . - . 1 .
.f"-l.ll'l"!l.hI .!1-.:.1E""'.|.=||'1 .IE“I'II'I.I.'I..l'.lI'.‘i_: 23 1o l""l' pEr Ccont uSage, .'!."II.I OLners, .!ZI".' rar the

majority, scarcely reaching 10 per cent

[ wanted to ask owe other thines. A number of the sub-analvsis [Pwhich sub-
analyses?] thar | think were useful from my perspective ar that stage as a
paediatric registrar interested in neonates and the business of steroids, was with
I i SRR : : a3 i g s

the sub-analvses and the long-term outcome worries were one of the major

CONCEITES, I‘~I.I.|'I = _."-i‘- iI ||Il.' |.""' '{.-l.l“ .'I-C.-F.lll'-".' I-.1|'|"|5'|"‘ "'.'l.'.k;-‘_-'- I".I'w:-:"l'l'. | r.l'l.ll'-k:l

interesting was two aspects of that study. One was the vast number of mothers

who were eligible but excluded, 88 per cent of those thought to be eli

]

ible 1o
be considered but not .lu:'.LL'.|j~' entered, -'.J‘.e;_x' were excused for various reasons,
the vast m;aiu:ii:.' ln.'Ln;; excluded because tl weren t r:'1||'.|3=_|'.r o be ..igfi';n_-ri;;;-l

'l".'i[I. i:] ':I‘.'i.' '.ir'I'IL' |-r.'|r|1:.'. | ‘.'-'!'II'ILIL'TI'.'\E ‘.'-.'l'l.!l AL _'.' :"I.’I"lr-l.'.r'lL'.:l. ‘-.‘.'l'.-:_"ll‘ — | ':I_']I._':L' i_‘||l:_'|

or they didn't deliver within the time frame, | cannot find evidence to show

whart happened. Bur the other issue is was there ever any biological plausibilicy

4] ':lll: rCasons |.-."-F :i'.-; U.Ii‘:'.:';i .'!!].’:l'-.".i‘-u, "‘nll'u. ':..' 'n".'-!=.:|l.1 W -;_'-"-T'"-'\-L |.|L'|..’.I:|-'.':I'_,:,-:‘-:"||" [

work -;'.i”-;'l:.'lﬂl:- according to sex of th us? | wondered if anyone had any

: to that. I laboratory ' - |
clues as to that, | am not a laboratory person, bur | cannot see any particular
reason why one should divide on the basis of the sex of the ferus In Hon [o

likely ourcome. I could be complerely wrong, Bur that seemed to be one of the

i s N i
IMEJor 15500 '.l' LITHESS YOLU WEre expeciing a o | PETTI R DY, 1T Wias a Wwaste

CONCErN Over
sroids and the possibilioy of
red LLEFOds I'.|~-_|_| on '|'|;_'-._ £l
t place in these sub-analy
BYA=t] per cent) wi vere excluded from the s
N T | ndl I ] 1 - i |
AUESEIONS, And sScondly [ne HIGEIc - ¢lafion of some of the

undemstand that one might expect thar

- SLLCN A5 AMGnE

risk group - it merely

Hecr.” Mote on draft




of time, and thar's clearly incorrect.” Bur why did anyone think to look in the

first place?

AVEI' : First there is 1:||.'|-:|'.i'.n;]1.' a I.Ii::l'fn.':'ll,. c '!\.;-'_'i.'.'-;_':_'n male ale and 1.l.'h:[:_-
g :

and non-white. The Asian i1|1|1u!.1:i||~.; 15 more advanced, ver when you look at
these differences they are real, even into 20 weeks [ don't think |hv:.‘ are ||i;.'_
enough to swamp all the other things that are going on. It's a very interesting

issue, [ think, t.li-;il'.j_; into consideration the chance that you might have all E-\;,'J

and look ar the output in terms of scoring,

£

Richmond: | I'|.':|:" respect that there litterence in survival based on race and
sex, but I didn’t think there would necessarily be a difference in response to
steroids based on thar. It just means thar vou get more informative clients if
you choose the ones with the higher risk, bur is there a differential response ta

steroids based on sex or race”

Avery: | cannot give you chapter anc

Maybe somebody else has a referen

L.

behoves one o lim

wis that steroids

)
However, whar was sugpested |
wWiere anly eftective i = male babies leven though he '._|:|:.!l-'-|.ll".'._ Lsroup sludy
ollabor ¢ I on wenatal Steroid Therapy (19810 showed an effecr only
temales).” Note on draft rrans rp 25 June 2005

.

[ LS 5 o e 3 X . B z i F 1
Professar Mel Avery e A mi nlant h; LA numes the risk of fal | [T

membrane diseasefal as respiratory distress synd s (RLS)], See Wood and Farrell
1974

| E W . i 11 .| I - i
{ 41" Fax to Dr I ! tic, 21 June 2005, See ;




Chalmers: I want t comment on extrapolation from data in animals,
pathophysiological data in humans, and observational data in humans. One of
the most remarkable things about the Auckland story is that Mont and Ross
went directly from hypotheses they had tested in animals to assess the relevance
of the hypotheses to women and their babies. People working with animals
who generate hypotheses — whether it's about brain damage in the long term or
some other matter — too often fail o exercise the scientific self-discipline shown
'|'l_'.' Mont [j;'_;r_il:ua and Ross Howie. T'll give you an {_-w;.”niv-'_-_-_ IL'.Q-U1|'|-.‘-_-.- Dawes
was one of the hubs of perinatal physiological research in this coun y.. He
and | often had arguments about the behaviour that 1 have just been
ullr'l'll"i.lillillj'__ abour. 1 had '.I'.:_' IMpression that he was ve v -':i'll'.i"_‘.':.".i [||,|[ he
]'--l'-.ll'!.'- |11-'ﬁi-x' [:"IL' L“an."ﬂ.'l:'.' thar Mont .II'.n._:. Raoss .:‘;.,'|:_‘| j::.||_||_'_ I remember how mn
the 19905 he '.-.'-.'.r|'.-.'-l'.:'-»|. me in some g'.|-.'-.' to say that he had discovered - in an

ervational study — that prenaral steroid administration was associated with a

partern of feral breathing movements thar he resar 15 worrving. | said o

:
=

5 ¥ | £ o
L

him, ‘So what? You have now a mass of dara from women and babies. If vou
b K rintlicss d oL - i [ :
IdVE a4 NVpOoUnesis that 15 worth tesung 1 terms of the relevance of vour
observations to human health, then test it, r the mass of dara that’s now
e from human experiments’. There is this bizarre lack of scientific se
discipline among people who know how to design experiments in animals, but
Iy don’t know how o desien: or even. sealod ) £ -
actually don © Know OW [0 design, Or even CXPIGLE, eXpernments 1n human

beings.

LLY! .|Ii.' INIVErSE i [e

Daphne Cl

1FERLRE, |




Walters: Having done a lot of work in the lab and also done some clinical
trials, I would do lab work every time. It is very hard I think to do clinical trials
because of the obsracles thar are currently in our way, particularly in this
country. | mean ethics committees, 60-page ethics Forms. trying to ger support

from the insttution: and even more Furopean hurdles o get th Ll EVET

now, with having to record our clinical trials centrally. Also I think on a

sclenrfic l.“-.!-ul'\_ the ‘x'.'!!'i.|!'l!|;\ i:'| -..II'.i;..i! trials are much more _,!|;._;||| {al=n]
e - e : ;

than they are in the lab. So as a sort of humble iﬂ|:',-x||||-s;-_|al OVINg [0 ger into

clinical work, give me the lab every time.

2 -I."ILIL

IRk
oy

Avery: Just a note, Mont Lieeins spent a sabbatical in Geoffrey Dawes' 1al
specifically told Dawes that he would not allow anvone 1o do anv work, even
discuss, surfactants for the whole time thar Mont was there.

1

Hey: Well, that's straight from the horse’s mouth.

1 . ¥ '
:aﬂfﬂr}r': Ohne petty observation, but I couldn t

Hey: I will just interject that in the Ross conf rence report that
I ]

in 1976, there are five papers from the US «

| o

R s (W ] i e -
Professor Mont wrote: 1 spent a sabbarical with Geaffrey in 1971

e
1 with Geotfrey in but [ cermainly

made no such statement about surfactanc, T ean't imagine where Mel got thar idea. It should be
l.|'.'|l.'l:l..'L| |.|-'Ii-l-."-'- it can be '\.'.L|LL|.|IL-:|_ : WAS ANWAr: uggestion abour the relae

1B . -
me and dexamerhasone [sce o > evidence

omment. | recall thar Peter Nathanielsz re
gltect on a kidney funcoon (1 think
from Peter if vou would like me

SIS Wrote: :".1-;' ."'I.'i'n.'r:."n. L

idea from [ had

g delcied umi




the adults, and in fact things haven't turned our that way, but that's stil

-1."\-'-.1!!.1|'IIL' |.-i"'r |'"|L'H‘E"".|{_' o i.:lL'I ir II"IL':.' ‘.‘.'l.i'..lld ||.L.L (0

Hey: Because p;_-ug'-h' are still asking the questions: ‘Does it work In twins? or

‘Should you give it in mothers with hypertension?

GﬂmSu: ':.,"'I,LI' '.'!'.I!'.!-!'l-'.'l:\-. -:ll. COurse, ans '."'!':.' SIa .!

Hey: 50 are eve rvbody's, but if people have kept their dara !!ll.':l:: are more l.l"l-'I'.
I 1
can be analvsed thar |'...1. not vet been done. Could anybody Lind the MIH dara?

Would the MIH people share their data?

Avery: | have no idea.

Gamsu: May | ask a question abourt this study by Ne n and C

feeling is that it is animals, but could yvou tell a hittle bit more, because it

Brocklehurst: I cannor tell you very much more, because 1 heard it presented

. . . z : :
1N {:_.\]'\-.1'_ W ADOUT SIX WEEHS Ao, Dl I NAaYe Secn Nd 11 1IN TNEe press Yol I“-u.l'-;'
FECOUECTIONn 18 TRAC 10 Was In Animals, F | X ] 5 TENET

University of Western
Sterotds and Ourcome’, at
L - " (] 1
4l VISUIC [ L] Y s 4 mual i, 1
ibition and Conterence Centre
dies where infanis had been exposey
] P— s
ay, H rary Secretary, B

visited 18 July




when the study is published.” Having tried to do one of the large trial

I‘:1I.'-|’.i[*lq‘ COUrscs c=1-5-l:.'|--:.-.|.~. I think one :*I'[Eu' 1ssues with L|i.".i1i.|:]x .||IIII.:'. the
use l.:l|-:[1'.l|[i+1i_t' courses of x;n;'||1i|'|‘-\. 15 thar their ',._'1|';,I-~L|'|||:-.\=L 4,:,;-| g _l!|__;:|g ane !'|_'|'___'|'_
steroids is lower, because if they are wrong, and the woman doesn’t deliver
soon, they have felt that they can always give a second course. If people are
restricted to giving a s-in;_-;l-.- course of steroids they may delay starting until there
is stronger evidence, if Yo like, of ir1'|E‘L'r'll.1!.'1:_: preterm birth. S0 the groups of
women selected into these trials is likely to be quite different from the multiple

h‘:L‘!c:uil.‘i‘i group -.ll".d I|:1.I[ will I'|'|.'|I\C|.: [:"||_' i:]:-_‘:|1:|,'|:.=_r_._g:': |'|I'1_h;_- esules int -|';-a|i|;-._;_

Lilfard: 1 recently had a debare with my l4-year-old daughrter Philippa about

whether history is just an il'.l-.-l'a-al:l'.; th £ ead, or whecher it |""'|'r1“ us o

'\.Il.'\lg'_l'. Oour own hutures [,"\I:_'!'_ll'_':_: o _|.1_;~,.;- speak makes me think thar there

. : 1 G =
really Arc OCCASIONS Wwhen I!I*f'lf'.' I‘..i\- a lesson orn I|'|:_' future. | Léaringe vou x;\|_.=.|-:

L

-'I|1I"iil. |||'|I.||'!1':_: '.|'.':.'~L' records has been very in Eresring, Dur | SUSpECt l-:1.|; many

people in this room were amazed that yvou really could find those SoUTCE

materials after 30 years, that you could find the trial documents and so on.

~

1':";-|'Il.".| E'E -7'2"|I-| Lzdmsu moves '.I'.:.' doCUuments rom |';:_- OIfTiCe, FoOdness Knows

where the :‘.1il._'.]1| go. S0 the lesson that we might want to learn from this 15 the

importance of some sort of systematic paid for-archive for trial information and

I don't know if you might want to comment. | know thar the Economic

A o = B R - | - | | i
Social Research Council (ESRC) archive their most precious data and build the
cost of o doing into the grant. The more [ hear the more 1 think

be ~|-!1'!;'I|':il“-!: we ought to try to take forward as a matter of some

v
=)

Fhe lecture will be published in 21
:

1 y g
.I.||'|'.|:1.,,|_ O TECKIngE Dambe

College.

The Economic and Social Data Service (ESDS) Al
led vy the UK Dam Archive (UKDA) ar the 1

.I:|l.! \Ililll.lll for a ranee of 180




those places that accepred that they would be in the trial. | know that Brenda
."le'.|li|:!_'|-.'r and Clive Dash from Glaxo had a lot of -_:_:_|-|':.._ufl:..- l.;.-.-._-|1_-_n_;__-| the
momentum up, trying to recruit women, even though ....... [#] were reaching
the volunteers, As you possibly remember from the paper, 60 per cent of the

CASCS Came Irom ;".I'.:l'ﬂ.- who were Fl.'.'l".ll'.l;'l.l ITOIT) 'I|'|,’§'I;,' .:'lll"u}'l:[.{l:-u. ':l'_:_' resr ol

them just pur it away

Hanney: We at Brunel 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 [that] | have worked on it with Miranda,
Martin Buxron and _|:'-|1.L:|'|.|:1 Carant. | szlug_';..-';_- tor ;_|1-;-h|~j[|:\_5 my notes from
time to time, because I am trying to pick up what various people have said

||.l|.j.!‘.' j:l ".'-.'E'I.I'. | '.I'.!I'ILL 15 Al ,i]’,l_‘i'l;,'\|i|'_1!",~:_'~:ki|;|!'_,

For instance, John [Hayward], we at least read your work. There is a paper thar
sets out most of this in derail in [rress and will be ;m|1|i~.|';:_-..i_ In Socral Scrence
and Medicine, 1 will just ':1i.5;5'|::_~:;|'_[ all the kev E*-.-i:'u'.- for now ll'-':i:'li“ It s just
waorth "'-|"i'|'|{i:.l1§'l a minute, going over our payback framework so you can see
how we tried to .!-.:-;1 this stream of work into a frame [’model?] that we had

already developed. Apologies to those who have already heard this many rimes

betore. Basically, there are owo aspects to our pavback framework: 2

v ogs v 1 i . . ! : ;
Im lJ|:|L||I1'|I.':1'-Il.!I'..I'. caregorizaton ol I'I;_'Iﬁ-;_'jl{_-_ and a model to examine how thev

arrive. | he l_':lli":i.*l'irn which we SUEEesr are five: I_.Lr1L.\1,'|-_-.\E_!_-L|_- |'|:'.;-._| uction: the
targeting of furure research and .Z‘-'.Ilixl.l'::_'" research -...IF‘.I.iI'.'Z berter '|';r'|-:;ni::1:-_
policies, with the term 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 attempt to identify actual levels of

uptake so that we can then say what the benefir has been, and this, of course,

|!: :‘\"\ '-"\-':.|.-"| "r?\.""'il'“.‘- Lli.\l..'i.l.‘-".il"I:\.
I

Hanney et al. (2005],




There's always a problem when doing this type of analysis as to where you
start. Various initial presentations roday showed clearly that research builds on
Ewn_".'i-.nlk research erc., and so whenever one :'n.'li.-u.'.ud i?:;h{}gaﬁ:"-} 4 :-1;Lrt|_i;_ng_'
point, it is always artificial. On the other hand I do think the nature of the
discussions [ftoday?], and what Mary Ellen says, does provide [*has provided?]
a realistic basis for saying we will start by looking at the work of Liggins and
Howie. In terms of kr1L|-.1-|¢-¢§1;L- '!"'I'l.ll.l'lll.‘.illll " |:.'.|:|jr the 1969 paper from 1 i;;:nx,
gy

[and] the 1972 paper from Liggins and Howie, were very important. ™ There

are lots of weaknesses in citation anal

have raken nortice, and these are two very highly cited papers, especially the

ysis, but it does indicate whether people

1972 paper which has been cited over 1200 rimes.

There has been some bibliometric analysis in this field undertaken by the
Palicy Unir here at El'.i.' I"-I":I'I..'I,||~III'I'.-:_' I-fl..'!u'.. Various ::L’['II.'E.'I'.iI.IJ:.'- ol papors worg

traced backwards and showed again that this was the most imporrant work in

this field in several generations. Clearly knowledge E}|‘|-;:||_|.,:i|,|:1 [is] very high. In

terms of affecting future research, again citations indicarte thar it has influenced
much subsequent work. It's also interesting that many of the other pieces of
work, trials etc., acrually start with a reference to the work of Liggins and
Howie, which again [ think emphasizes their importance for turther work. And
its alse been mentioned that Ross Howie felr thar further trials should be
undertaken rather than necessarily saying thar people should act on the
|1||'Ik|.i|3f_"|:\. Mevertheless, there was quite an ',|E":,|.,\;_' In some |1|,|.,-'_'-, 0 '!;;- i':,'|~.|-\I of

this very important trial and the ensuing publications from it. In

s (159G5): 1 vg amd 1972

CICCEMONIC  redard

e hl:.|‘-|'|'.'|‘: |E.|I||:|.:.' wrone: ' | he article i'|_'-|_|||.,;| the start of the

electronic data plus he

citations, therefore | caleulated this figpure from the -1981

of 151 data from carlier vears [Hanney er ol (2005)]. Mont

1 series in March 1982 and by th f the 1°
565, Mote on draft crans F1pt,
L0 freely available at WA
Al98 '\"\.lx '."'xl'l:l:ii:_.ll.\,'_: [visired 14 -|:||‘_ 005,
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Witness Seminar: Prenatal Corticosteroids: further gueries Page 1 of 2

Lois Reynolds

From: Avery, Mary [Mary.Avery @ childrens. harvard.edu]

Sent: 26 Octobar 2005 18:16

To: ucgarey @ucl.ac.uk

Subject: RE: Witness Seminar. Prenatal Corticostercids: further queries

Lais,

My statement should say "Just a note, Mont Liggins spent a sabbaltical in Geoffrey Dawes' lab and specifically
was lold by Dawes that he would not allow anyone to do any waork..."

If you have further questions, please let me know

Thank you,
Mica

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

Sent: Wed 10/19/2005 12:09 PM

To: Avery, Mary

Subject: Witness Seminar: Prenatal Corticosteroids: further queries

Drear Prof Avery,

(1) In the discussion below you mention the Swiss. Could you suggest a
reference that would help those who are not familiar with everyvone involved
in the early story?

(2) We would hike to retain your comment on page 48 (also reproduced below)
on Geoltrey Dawes and Liggins, tor the reasons suggested earlier, that we
cannot censor what was said at the meeting. It would, however, be helpful 1o
know if yvou meant: (a) Liggins told Dawes xxx? OR (b) Dawes wild his stafi
that Mont had sad xxx7

Best wishes from Lois

0-0-0-0

(1) Avery: I cannot begin to organize my thoughts for this period. 1 was not
oentr :L|.'|‘_. |.'1:|:._'.li_'1,‘|.|: | am not an obstetncian: [ diudn ™t want to tell

obsteircians what to do and what not (o do. In fact, T didn’t have that

kind of self-confidence. | wanted a long-term follow-up. I spent hours with
Ross Howie, urging him to “please keep rack’ because the Swiss were talking
about this treatment seriously inhibiting lungs, and even brains weren’t .
growing well of hitle amimals got big steroid doses during pregnancy.(FM1)
You probably know that. [t's kind of scary. It was done by the group in
Berne, T think it 15 Burri at the Université de Pans, the fellow who is

still publishing on ‘beware, beware,’ and 1 cannot counter that.(FN2) I'm
glad he’s looking at it, and 1 just think we have to be vigilant and that

those of us who spend more time with this have 1o keep track of the babics
FNL. Dr Ross Howie wrote: *Could you please add a footnote here or elsewhere
about the possible hazards of steroids o the fetus? | am surprised that in

all the discussions 1 have heard and read. linle mention has been made of

the work of the Ballards |Ballard et al. (19 1511, They measurad

glucocorticoid levels in maternal and cord serum after prenatal

betamethasone [Ill.'l'-ii'l_‘- . and concluded that g'll;'lu'l wticoid concenirations in
cord serum were in the |1|'I!-'hll.'|-l-'lg'.1u' SITESE range and nof at |‘:-.|'|-;_'||||,;,|||:-.

harmiul pharmacologic levels, Many people (1 know not Mel Avery) in talking
about hazards confuse therapy before birth with therapy after: in the course
of ordinary treatment, steroid levels are many times higher in the later

case. The dose Mont Liggins gave to the mother resulted in levels in the

271042005




Witness Seminar: Prenatal Corticostermds: further queries

newbomn comparable to those the baby would have in the course of an illness
like RDS. Has anyone ever thought of doing a 30-year follow-up of babies
with RDS with this in mind? OF course, as Mont has suggested, there may be
hazards of synthetic steroids as opposed (o naturally-occurning compounds,
but | know of no evidence for this.’ E-mail to Mrs Lois Reynolds, 26 August
2005.

FN2. Tschanz et al. (2003 )
(23 Avery: Just a note, Mont Liggins spent a sabbatical in Geofirey Dawes
lab and specifically told Dawes that he would not allow anyone to do any
work, even discuss, surfactants for the whole time that Mont was there.
- 000y
Crriginal Message
From: Avery, M [mailoo: Mary. Avery @childrens.harvard,edu
Sent: 29 August 2005 15:26

Fo: wegarey @ucl.ac.uk; Lreynolds@uclac.uk
Subject: quick question

:Il'-! s Hl.'_'. r!.'-|.|1_

Have you seen this report? NIH Consensus Development report

173,413, 1995

Mary Ellen

211002005




Witness Seminar: Prenatal Corticosteroids: further queries Page 1 of 2

-~
f ,

FE=IN | Ehe
Lois Reynolds N

From: Avery, Mary [Mary. Avery @childrens.harvard.edu)
Sent: 31 Oclober 2005 15:58
Tao: ucgaray @ ucl.ac.uk

Subject: RE: Witness Seminar: Prenatal Corticosteroids: further queries
Lais,

Yes, please send to the Wellsley address. | believe the reference she is referring to is "Rokos J, Vasusorn O,
Nachman R, Avery ME. (1968) Hyaline membrane disease in twins. Pediatrics

vou need any further information

12: 204-5." Please ler me know if
Mica Astion

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

Sent: Wed 10/26/2005 1:55 PM

To: Avery, Mary

Subject: RE: Witness Seminar: Prenatal Corticosteroids: further queries

Thank you, Mica. Any suggestions for the Swiss reference in query (1)?

I'm please to be able to clarify what Dawes said. I'll send a copy of her pages
by post tomorrow, for final approval. To the Wellsley address?

Best wishes from Lois

Original Message-----
From: Avery, Mary [mailto:Mary. Averyi@childrens.harvard.edu]
Sent: 26 October 2005 18:16
To: ucgarey@ucl.ac.uk
Subject: RE: Witness Semninar: Prenatal Corticosteroids: further queries

Lais,

My staternent should say “Just a note, Mont Liggins spent a sabbatical in Geotfrey Dawes' lab and
specifically was told by Dawes that he would not allow anyone to do any work...."

If you have further questions, please let me know.

Thank you,
Mica

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

Sent: Wed 10/19/2005 12:09 PM

To: Avery, Mary

Subject: Witness Seminar: Prenatal Corticosteroids: further queries

Dear Prof Avery,

(1) In the discussion below you mention the Swiss. Could you suggest a
reference that would help those who are not familiar with everyone involved
in the early story?

() We would like to rétain your comment on page 48 (also reproduced below)
on Geoffrey Dawes and Liggins, for the reasons suggested earlier, that we

Canm censor what was sqaid at the meeting. It would, however, be IR—IF““' o "',I';
know if you meant: (a) Liggins told Dawes xxx? OR (b) Dawes told his siaff

01/11/2005




Witness Seminar: Prenatal Corticosteroids: further queries Page 2 of 2

that Mont had saed xxx?
Best wishes from Laois

=000

(1) Avery: I cannot begin to organize my thoughts for this period. | was not
centrally engaged: | am not an obstetrician; [ didn 't want to tell
obstetricians what 1o do and what not o do. In Fact, 1 didn™t have that

kind of self-confidence. I wanted a long-term follow-up. 1 spent hours with
Ross Howie, urging him to “please keep track” because the Swiss were talking
about this treatment serously inhibiting lungs, and even brains weren't
growing well if little animals got big steroid doses during pregnancy.(FN1)
You probably know that. It”s kind of scary. It was done by the group in
Berne, I think it is Burn at the Université de Parnis, the fellow who 15

still publishing on ‘beware, beware,” and [ cannot counter that.iFN2) ['m
glad he's looking at it, and 1 just think we have o be vigilant and thar

E
those of us who spend more time with this have to keep track of the babies

FM 1. Dr Boss Howie e: "Could ¥ou |"|L'-LI'~:.' add a tootn re or elsewhere
about the ]'lllﬁﬂl‘:ln._' hazards of steroi o the fems? 1 am x..'_.'-|:-1;._| that 1n

all the discus=ions [ have heard and read, little mention has been made of

the work of the Ballards [Ballard et al. (1973)]. They measured

i_:ll]l.'\.ll.'l\.lfl:ll\.'i'\lli.l levels in maternal and cord semim after |"|L'||._||;:'.

betamethasone therapy, and concluded that g I LLOns in
cord serum were in the physiologic stress range and not at potentially

harmful !'l!'I.1rr:'..|-_'-.'|.'-:;'|:_' levels \1._||'|:. people I know nol Mel Avery) in ‘__||1;-|'|_5'.
about hazards confuse therapy before birth with therapy after: in the course

ol |'|.:.||||:||:‘- Ireaiment. steroid |\."‘-‘i.'!." are many lnmes i'l::."..l.': in the latber

case. The dose Mont Liggins gave to the mother resulied in levels in the
newborn comparable (o those the baby would have in the course of an illness
hike ED5. Has anyone ever i ht of doing a 30-yvear follow-up of babies
with RIS with this in mind? Of course, as Mont has suggested, there may be
hazards of synthetic steroids as opposed (o naturally-occurring ..'.~|11|‘-.:|||'|-..:5~=.

but | know of no evidence for this.” E-mail 1o Mrs Lois Revnolds, 26 August
2005, ' -

FMN2. Tschanz ¢t al. (2003)

(2) Avery: Just a note, Mont Liggins spent a sabbatucal in Geol
lab and :-|?'."':I|x'.|i|:~ told Dawes that he wou W ANV
work, even discuss, surfactants for the whole time that Mont was there

0-0-0-0

--=--Oiriginal Message

From: Avery, Mary [mailio:Marv, Avery hildrens. harvard.edu
Sent: 29 August 2005 15:26

e uegarey @ucl.ac.uk; Lrevnolds@ucl.ac.uk

Subject: quick question

I'o Lois Reynolds,

VE YO seen this report? NIH Consensus |].._".L'||'-|*|11-:r|| e - Am JOb Gyvn
5, 413, 1995,

Ha
17

Mary Ellen

O1/1 12005




Lois Reynolds

From: Avery, Mary [Mary. Avery @ childrens. harvard.edu]
14 Movember 2005 20:05
l.reynolds @uclac.uk

Subject: Prenatal Corticosteroid Transcript

Good afternoon Lois,

In regards ro the letter you sent the 1st of November, [ see no need for further elaboration

Thank you for all your efforts to clarify a complicared situation.

Cheers,

Mel




Page 1 of |

Lois Reynolds

From: Graham Liggins [g.liggins @ auckland.ac.nz)
Sent: 15 November 2005 00:37
To: |.reynolds @ ucl.ac.uk

Subject: response 1o queries

Dear Mrs. Reynolds,

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
Cuery 2. | am happy with Mal 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't understand . The first sentence on page 7 beginning “The story’. | am
sorry | didn’t pick it up earlier

Best regards, Mont

L5/1 1/2005




Page 1 of 2

Lois Reynolds

From: Lois Reynolds [ucgarey @ ucl.ac.uk]
Sent: 15 Movember 2005 10:19

To: g.liggins @ auckland.ac.nz

Subject: RE: response to queries : 15 Nov 2005

Thanks, Mont.

I'm delighted with the Binns reference, perfect timing, as the proof
corrections are just being done.

Below are the paragraphs as they will appear in the published text. Best
wishes from Lois

0-0-0-0-0

(1) Avery: Just a note, Mont Liggins spent a sabbatical in Geoffrey Dawes’ lab and specifically was rold
|:|!.' Dawes t51.1t he Il :'.1‘.‘-.'|._'-: 'n.‘.'-::-l,:ll._l not .'||-511-'l.'.' ;'|r'|:x'||:'||_' L] |,‘||| any work on, even l-||"-\.-|~"-. -L-.||[.I:.L=_|:'||k |.{1.| ||]{.

whole rime thar Mont was there. FIN86

FMN86 There was some discussion berween Avery, Liggins and the editors on this |1ni|'.|. [his
correspondence, along with tapes and other records of the meeting, will be deposited in CG/253,

Archives and Manuscripts, Wellcome Library, London.
(2) E.-.IF'IEiI.:II] Lo ]:ip,l.ln- i
Lamb lungs showing partial infl ation after fetal infusion with cortisol ar 118 days of gestation, birth at

120 days, photographed at autopsy. The pale arcas are tissue inflated with air; the dark areas are
uninflated lung.

(3) {E”"r,"' on first line of page 7 will be checked with Mel Avery. Thank you fios |1-'-i|'.r:nL', out the
InACCUracy.

---—-Criginal Message—---

From: Graham Liggins [mailto:g.liggins@auckland.ac.nz)
Sent: 15 November 2005 00:37

To: Lreynolds@ucl.ac.uk

Subject: response to queries

Dear Mrs. Reynolds,

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. Vat. 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.

15/11/2005




Lois Reynolds

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

Sent: 15 November 2005 1028

To: Avery, Mary

Subject: RE: Prenatal Corticosteroid 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, 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 ahe~-' == -

randomized control trial [of glucocortico-ste
of the lamb, and it was obvious that the effe footwde S

- Lieeyne
Would it be more accurate as follows?? M’“@ 3

The story of the glucocorticoids moved ahe.
randomized control trial and it was obvious

0-0-0-0--0

Original Message
From: Avery, Mary [mailto:Mary. Avery@childrens.harvard.edu
Sent: 14 November 2005 20:05
To: l.reynolds @ucl.ac.uk
Subject: Prenatal Corticosteroid Transcript

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




Lois Reynolds

From: Lois Reynolds [ucgarey@ucl.ac.uk)
15 November 2005 10:28
To: Avary, Mary
Subject: RE: Prenatal Corticosteroid Transcript : 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). 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, 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

Original Message
From: Avery, Mary [mailto:Mary.Avery @ childrens. harvard.ed u]
Sent: 14 November 2005 20:05
To: Lreynolds @ ucl.ac.uk
Subject: Prenalal Corticosteroid Transcript

Good afternoon Lois,

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

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

1







RE: Prenatal Corticosteroid Transcript : Final query 15 Nov 2005, urgent Page 1 of 2

Lois Reynolds

From: Awvery, Mary [Mary. Avery@childrens.harvard. edu]

Sent: 15 Movember 2005 20:39

To: ucgarey @ ucl.ac.uk

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

Yes, the second one 15 betler, but should say "controlled” instead of “control”.

Thank you,
el

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

Sent: Tue 11/15/2005 5:27 AM

To: Avery, Mary

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

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, 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
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RE: Prenatal Corticosteroid Transcript : Final query 15 Nov 2005, urgent Page 2 of 2

---Clriginal Message

From: Avery, Mary [mailto:Mary Avery & childrens.harvard. edu]
sant: 14 November 2005 20:05

To: Lreynolds & ucl.ac.uk

Subject: Prenatal Corticosteroid Transcript

Good afterncon Lois,
In regards 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,

Cheers,
el

16/1 1/2005
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Auem Maz

From: Lols Reynolds [ucgarey@ucl.ac.uk] Sent: Fri 8/12/2005 7:23 AM
To: Avery, Mary

Cc:

Subject: Witness Seminar: Prenatal corticosteroids: your comment, page 48

Attachments:

Dear Prof Avery,

I'm sending two further copies of the final proof to your addresses in
Maine and at Wellsley, as the corrections need to be in my hands by 7
September if we are to keep to our publication schedule of November 2005.

I would like to draw your attention again to the matter of your comments on
page 48 in footnote 75 (copied below). As you can see, Mont's response was
to suggest that the comments should be deleted, because he considered them
to be inaccurate We have not removed your comment, for a number of reasons.

A Witness Seminar brings together people whose memoaries of the same event |
may differ. This was certainly the case, for example, at the meeting on the i - J ?

2 2 ¥ [ i M bk !
Committee of Safety of Drugs (Volume 1, 1997, freely available at 14 : . ]
www.ucl.ac.uk/histmed following 'Publications’ link). Three different i sl yecod|
versions of the origin of the yellow cards for adverse reactions (see pages C g
111, 124 and 127) were revealed.

Sometimes, participants disagree with each other during or after the
meeting. For example, a remark by Sir Christopher Booth during "The origins
of necnatal intensive care in the UK’ (Vol. 9, 2001) concerning the
appointment of Sir Peter Tizard's successor as Professor of Paediatrics at

the Royal Postgraduate Medical School at the Hammersmith in 1972 irritated
several contributors sufficiently 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 depesited along with the tapes and the other

recards of the meeting 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 footnote
(viz. the objections about Chris Booth's comments above). In this particular
instance, both you and Mont could be right. You may be completely correct in
saying you were told what you report you were told about Mont. Mont may be
completely correct in saying that he said no such thing. As historians and
editors, we cannot judge what might have happened, nor censor what
participants say. What we can do is to offer transparency and invite further
participation by witnesses,

Best wishes from Lois Reynolds
0-0-0-0-0-0 (page 48)0-0-0-0-0-0
AVERY: Just a note, Mont Liggins spent a sabbatical in Geoffrey Dawes' lab
and specifically told Dawes that he would not allow anyone to do any work,

even discuss, surfactants for the whole time that Mont was there.

The footnote at present reads:

cevwded 20\ /05.

https://email.tch.harvard.edw/exchange/Mary. Avery/Inbox/Witness%208eminar:%2(0Prena...  8/17/2005
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Professor Mont Liggins wrote to Dr Ross Howie: 1 spent a sabbatical with
Geoffrey in 1970 but I certainly made no such statement about surfactant. 1
can’t imagine where Mel got that idea. It should be deleted unless it can be
validated. I was aware of the suggestion about the relative efficacy of
batamethasone and dexamethasone [see note 163]. I think the evidence
deserves your critical comment. I recall that Peter Nathanielsz reported

that beta was more active than dex in an effect on a kidney function (I
think) in fetal sheep. I don't have the reference but I could get it from

Peter if you would like me to." E-mail to Professor Ross Howie, 11 January
2005. Professor Liggins also wrote to Dr Daphne Christie: "Mel Avery’s
comment ...is news to me and I cannot imagine where she got this idea from. 1
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.

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,

LONDOMN

NW1 BE

Tel: 020 7679 B123

email; l.reynolds@ucl.ac.uk
Fa: 020 7679 8192

wiww. ucl.ac.uk/histmed

The Wellcome Trust Centre is supported by the Wellcome Trust, a registered
charity, no. 210183,
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Frofessor Sir Christopher Booth: How did it happen that yvou were in Christchurch
at that crucial moment?

Avery: The meeting was a combined meeting of obstetricians and
pediatricians. They had invited me over as a visiting speaker. It was the

first meeting with Liggins who told me of these findings.

Hey: I think it might be sensible to break and explore some of the

ation that went on between 1977 and Ross’s reporting to the
College in 1994, And we end up with the NIH conference. It’s a long

period of time. Mary, you were a witness to much of this.

Avery: It was frustrating.

Hey: Well I mean you banged the drums quite hard.

Avery: | cannot begin to organmize my thoughts for this period. 1 was not centrally
engaged, I am not an obstetnician, | didn’t want to tell obstetnicians what to do and
what not to do. In fact, I didn’t have that kind of self-confidence. [ wanied long-term
follow up. I spent hours with Ross Howie, urging him to please keep track because
the Swiss were talking about inhibiting lungs seriously, and even brains weren’l
growing well if hittle amimals got big steroid doses during pregnancy. You probably
know that. It"s kind of scary. All animal. It was done by the group in Bern, 1 think it
is Burri who is the fellow who is still publishing on beware, beware, and I cannot
counter that. I'm glad he’s looking at it, and [ just think we have to be vigilant and

those of us who spend more time with babies, have to keep track of the babies

Avery: | think we have to think in terms of 1970s versus the 1990s and
over 2000, because up until the 1970s the controlled trials were very
supportive of efficacy of prenatal glucocorticoids, but that was an era
when we didn’t have lots of babies under 800g. Now the story’s different.

We have babies of 600g and 700g and 800g, who are getting
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[he Wellcome Trust Centre for
the History of Medicinge

24 Evershott Street

LONDON NwW1 1AD

5th May 2004

Dear Mrs Kutner

WITNESS SEMINAR 15th JUNE

Thank vou very much for vour kind invitation. I am sorrv | am unable to

attend.

Yours sincerely

HERBERT BARRIE




THE WELLCOME TRUST
WITMESS SEMIMARS
COPYRIGHT ASSIGNMENT

Witness seminars are intended to address issues of medical-historical interest in the latter half of the
ewentieth century. The entire proceedings are recorded and wranscribed by the Wellcome Trust with a
view to pub slication to generate interest in, and provide material sources for, the study of significant events
in recent medical |1-1mr1. As copyright in anything you said during the proceedings |3"-]"”!"' 10 you

(copy rurh[ in the |l.-.-;l||.i|r'|1, of the pruumiln*r\ II?'LGI::III"IIIL. o the W r.||-.|::-|t1. Trust), we would be grarctul if
you would complete this form to enable the Wellcome Trust to use your contribution in the manner and
for the purposes outlined above.

1. NAME Professor Sir Christopher Booth FRCP

ADDRESS
The Wellcome Trust Centre
for the History of Medicine at UCL
24 Eversholt Street
London NW1 1A

3. WITNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity and Mortality
15 Junc 2004

4. ASSIGNMENT

I confirm thar I am the author and legal owner of my contribution w the proceedings of the Witness
Seminar .1|Ln:| -:'-1 any CoOmiments 1 may |L'|'-|. m: |4.|u Leli amy \.|“||I I|.i'|'k-.r|pl ' :|1|1. Can rr||1|| fon ", 1 1|| |
assign to the Trustee of the Wellcome Trust ("the Trust”) the eopyright in my Conrribution

SOUND RECORDING

| confirm thar the entire copyright and all other rights in the sound recording made of my
Contribution by the Trust ar the Witness Seminar (“the Sound Recording”) and the trar nscript made
of the Sound Recording belong to the Trust for the full period of copyright including all renewals
and extensions.

PUBLICATION

| .H.I'll:1-€l-'\n'n|-'.{|.“l. |]1L J'II_'I‘I:I 1!-[ 1]1. | FUEL 35 I-.'-.1'|_I'||.|, u| I|'||, 1,-:|P'1.|;'1'||" in |,,. ['4!:[1I:r|.|:-|_;||_||_1;|1 fo |'-|,J|'|]|-.||_ my
(.mur:huuun in whole orin part.

I .hk:'m'.wh-:lgy the right of the editor of any publication of my Contribution to edit my Contribution
provided that my approval of any changes made by the editor will be obrained (such approval not o
be unreasonably wichheld).

USE OF MY CONTRIBUTION

[ reserve the right to I‘ﬂ-?t use of my Conrribution, having first obtained the permission of the Trust
rmgssion not o Be unreasonably 'l."\.llhhqll[_l and | .uulnm that in any such

for me to do so (such p
use | will acknowledgé the T rust

Signed 2 S Dare i it e




Professor Sir Christopher Booth FRCP Dr Daphne Christie
The Wellcome [rust Centre dLefristieiaiue! ac wk
for the History of Medicine at UCL www, tacl, o, wk/istined
24 Eversholt Street Tel: +44 (0320 7679 8125
London NW1 1A Fax: +44 (0) 20 7679 8193

7 December 2004
Dear Sir Christopher
Wiiness Seminar: Prenatal Corticosteroids for reducing Morbidity and Mortaliiy

| enclose a drafi tramscript of the Witness Seminar on ‘Prenatal Corticosternids for reducing
Morbidity and Mortality’ to which you contnibuted. We itend to publish a version of the transcript
in Movember 2005 under the auspices of the Wellcome Trust Centre for the History of Medicine
at UCL.

| would be most grateful if you could check your own contributions for general sense, accuracy and
l}|‘.u'|gf'.1|‘.|i'|ic:|| 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
carrections clearly on this copy and return it to me by Monday 10 Januwary Earlier published
volumes in the series can be viewed on our website, www uclac.uk/histmed witnesses. himl

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

* Please sign and return the standard form assigning copyright to the Wellcome Trust
# Please let us know if you do not want vour name included in our twice-vearly
marketing mailings.
We would like to include illustrations of early work in the volume. If yvou have any suitable
images or hgures, please include these with the pages. They will be carefully scanned and
returned in protective packaging
A hinal proof version, incorporating the changes made by all the participants, added footnotes,
and any queries will be sent to vou in September 2005 for return within a week. At this stage
llnl}' minor corrections, such as those of a typographical nature, will be possible
he tapes, earlier versions of the transcript, and any additional correspondence generated by the
editorial process, will be deposited in the Wellcome Library. A version of the transcript will also be
mounted on the Welleome Trust Centre’s website shortly after publication

I look forward 1o hearing from you.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey
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Wirness seminars are intended o address issues of medical-historical interest in the later half of the
rwenticth century. The entire proceedings are recorded and eranseribed by the Wellcome Trust with a
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in recent medical history. As copyright in anything you said during the proceedings belongs 1o you
(copyright in the :'-'.ulrdlni of the |~rmud|11|_,- be |nr'|1_|||'5_, to the Wellcome Trust), we would be grareful if
you would complete this form to enable the Wellcome Trust to use your contribution in the manner and
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1. NAME Professor Sir Christopher Booth FRCP

ADDRESS
The Wellcome Trust Centre
for the History of Medicine at UCL
24 Eversholt Street
London NWI 1A

3. WITNESS SEMIMNAR: Prenatal Corticosteroids for Reducing Morbidity and Mortality
15 June 2004

4. ASSIGNMENT

I confirm that | am the author and legal owner of my contribution to the proceedings of the Wimess
Seminar and of any comments | may have made on any draft rranseripr (*my Contribution”), and 1
assign to the Trustee of the Wellcome Trust (“the Trust™) the copyright in my Contriburion.

SOUND RECORDING

I confirm that the entire copy rlyhr and all other rlgnrx in the sound recording made of my
Conrribution by the Trust ar the Witness Seminar ("the Sound Recording™) and the transcript made
of the Sound Recording belong to the Trust for the full periad of LL||'|-:'.I'.E!|J'II: including all renewals
and extensions

PUBLICATION

I acknowledge the right of the Trust as assignee of the copyright in my Contribution to publish my
Contribution in whole or in part.

I acknowledge the right of the editor of any publication of my Contribution o edit my Contribution
provided that my 1p|3r-c'|'."|| of any changes made by the editor will be obrained (such approval not to
be unreasonably withheld).

USE OF MY CONTRIBUTION

I reserve the right to make uwn'rw}' Cloneribution, having hirst abtained the permission of the Trust

for me to do so (such permission netto be unreasonably withheld) and I confirm that in any such
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use [ will acknowledge the Truse: :
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Avery: We didn’t know we had a common interest until we were drinking tea
thar afternoon, of all things,

| Professor Sir Christopher Booth: How did it happen that vou were in

o i X A
L .|'-r|‘~r'-'|1|.'1:'\ h ar thar crucial moment:

Avery: They had invited me over as a visiting speaker. They had heard that |

Wik :'-":':i”':" ‘f"\"'.'..'ll.l With surtfacrants.

Dr lan Jones: You menrioned that Mont had Wellcome Trust funding. Could

you tell us anything abour the type of funding he had, and how sienificant that

was to his wo rk?

Harding: The short answer is no, I cannor, but I could g0 back and ask him

He commented about who gave him the money and |
simply asked for research funding ro look ar preterm labour.™ I cannor tell you
more details about how much it was, not his personal salarv. it must have been

'.','n:L:H:}; CXPenses, It Was i-n.' some considerable [\-.'.'inl.| of nme, because he

1=

worked on this for several vears

Dr Daphne Christie: Dr Tilli Tansey has tried to find our some information

Iy ki .:|.'.|I sl & : | ¥ "
AD0UL Tnis, 20 we mignt De able to eer back to vou 1A0Er On This.

Dr SEcphen Hanncy: We have been |--|.L::1:_; at the ‘pay back’ or benefits from

this whole stream of work, and T will be talking later. On this specific question.

1
SEICh Assistance




S| e Hr 1 - have | 1e of tl el
EXpecred. And the difference turned our 1o have been ||'|_'||: some of the animals
got steroids and some didn’t, and the ones that were advanced had received the
steroids. There was a concern thar that would be a permanent effect if they

L ] § = | E
were treated i urere, but injured 1IN =0me way by the \|:||.':|:1||_|: '.I‘_|;=_-[ ;|;|;_-1,- '-"\-'-ZIZIILi
erow up with small |'.||::_',h or the ||.|‘.1E_1 would fail o |u-r£ur|-|-| 1N some way, and
he needed all che information he could . L t saferv. I think we
0 NE necdaod all the mnrormation ne cowld fer about sarery. think we

- = - . il - - ;
|"|.J|"|J.‘- hed our first Paper on six sers of rwins, That wasn'r a very |1!1_1 SCrics, but
six out ot six showed I|'|:.' same result. It meant thar the data were pretry secure,

but the next guestion was, Wha pe ‘hen they are ten years old?’

J0me ol the r:.l,:\-.-c up has been done and ir turns our that the lungs |'|| rcatch
'.|]"'. ||.|hr A% .I'.||I‘||!'|'I o On \.I_:_'ll::\! LE]L‘:J}"I" [or a 5'!1|'|:!||'| for \1""_‘_“:_-1_-'_-: LIi'li'.l‘-l:'. .1“I,,|
when yvou withdraw it, vou see their prowth curves are flar while
sterolds, and then theyv catch up and hit the very level thar was predicred
hefore, Latch-up growth rakes place in these babies. And char is quite
1 C [ T | T — | Ham [
remarkable: maturation at the expense of cell division. Take away the stimulus
“the cells. thev do re il hev would have done otherwis: i L S
of the cells, they do more than they would have done otherwise and ‘catch up'.

| think others in this room might be better students of this |"|""';""'i”"'!"":1 than 1

am, and | turn the microphone over.

Gabbay: If | could just pursue that for one seco You have taken us into the

science of it. | was interested, if you like, in the commu y of scientists who
were interacting, and how it was you came to be disc ussing these topics. It
seems to me that whar you have said, and 1 just wondered if this was an
accurate impression, is that he [Liggins] actively sought our your data, he came
to hear your talk, came to talk o vou because it was of particular interest to
him, and that we have not so much the coincidence that Richard intimated
earlier with his guestion, but a deliberate conversation between people with a

LOMmIMon Inrerest,
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[he Wellcome Trust’s History of Twenticth Century Medicine Group
Witness Seminar: Prenatal corticosteroids tor reducing morbidity amd mortalicy

associated with preterm birth
Fuesday 157 June 2004 200 pm — 600 pm

Dr Daphne Christic
Senior Research Assistant to D Tilli Tansey
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The Wellcome Trust Centre
for the History of Medicine e
~at University College London U(CIL

24 Eversholt Street » London * N'W1 1AD
wowew el ac uk/histmed = 444 (0) 20 7679 100 [ ]

Professor Peter Brocklehurst Dr Daphne Christie
Mational Perinatal Epidenuclogy Unit / '

Institute of Health Sciences : ; :
Old Road v ad

Headington

=

Oxford OX3 7LF
11 March 2004

Professor Brocklehurst

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

.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. 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 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 inviie witnesses of particular evenis o
developments 1o reminisce, discuss and debate between themselves, in a chairman-led
mecting 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 sigmificant evenis in recent medical history. I enclose a copy of the introduction
to the first volume of our published transeripts, which will tell you a little more about these

senunars, and a flyer of our recent publications to illustrate the range of topics we cover

Continued/.., Page 2

Ihe Wellcome Trust Centre for the History of Medicine at University College London is funded by the Welloome Trust

which is a registered chanty, no. 210183, Hizimed bogo images courntesy Welfcone Library, London




We are in the process of inviting senior scientists, clinicians, and representatives from

relevant organisations to attend the meeting and hope 1o promote a lively discussion

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

stage, suggestions of possible participants.
| look forward to hearing from you and do hope you will be able to accept this invitation
Yours sincerely

I:'!ﬂh;h ) EE e
.-._-"

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

ENCS.




26 March 2004

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 NW1 1AD

Dear Dr Chnstie

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

Thank you for your letter of 11 March inviting Dr Peter Brocklehurst to attend the above
meeting, which is being chaired by Dr Edmund Hey. Dr Brocklehurst 1s pleased to accept this
invitation and would be grateful if yvou could let him know whether he is required to speak on
a specific topic.

With best wishes.

Yours sincerely

Lynne Roberts
PA to Peter Brocklehurst
(e-mail: lynne.roberts{@/perinat.ox
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street » London = NW1 1AD
www uclac uk/Mistmed = +44 (00 20 7679 100

Dr Peter Brocklehurst

Mational Perinatal Epidemiology Unit
Institute of Health Sciences

Old Road, Headington

Oxford OX3 TLF

-
26 April 2004

Dear Dr Brocklehurst

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

vou a draft programme in due course. A full attendance list will be available at the meeting

We will be asking some participants to “start the ball rolling™ by saving a few words on
specific subjects, as we like o prime a few people to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show slides or
overheads at the meetings, as we wish to encourage informal interchange and conversation
I however, vou would hke 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 o contact either myself or Mrs Wendy Kutner 020 7679 8106 if you

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

Yours sincerely

D Daphne Christie
b Senior Research Assistant to Dr Tilli Tansey

CIe.

The l"1‘l'||‘-'||-'!1l." Trust C ¢ Ior the Hstory of Medicime at |..f||'.\'r\.||:. {.-.-“._':_'l,' London is funded r':. the Welleome Trust
which is a registered charity, no. 210183, Histmed logo images courtesy Wellcome Library, London




The Wellcome Trust Centre

for the History of Medicine
at University College London

24 Eversholt Street » London » NW1 1AD |
www.ucl.ac.uk/histmed = +44 (0) 20 7679 8100 =]

[ Peter Brocklehurst

Mational Perinatal Epidemiology Unil
Institute of Health Sciences

(Md Road, Headington

Oxtord OX3 TLEF

12 May 2004

Dear Dr Brocklehurst

Witness Seminar: Prenatal corticosteroids Tor reducing morhbidity and mortality

associated with preterm birth

Venue: Franks 1L, Mezzanine Floor, The Welleome Building, 183 Euston Road, London MW 1
Tuesday 15" June 2004: 2.00 pm — 6pm

We are delighted that you are able to attend the above meeting and are happy to tell you that plans for
the meeting are proceeding well. A copy of our publicity material has been sent o you under separate
1

cover and [ am now enclosing a draft programme., A full attendance list will be available at the

I1I-.':.'|.I'.I!_'

We would be very grateful if you would be prepared for the Chairman to call upon you 1o say a tew
words, for about 3 minutes, on ‘Recent and current research on prenatal corticosterods . We like to
prime a few people to lead off the discussions, although there will be ample opportunity to contribute
throughout the meeting. We do not show slides or overheads at the meetings, as we wish o
encourage informal interchange and conversation. IF however, you would like any material 1o be
available to the audience, we could photocopy a diagram or article for you, and leave a copy on every

chaii

[he 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 andfor underground fare supponted by suiable
receipts. Flease note that University College London will reimburse your travel costs for a second
class, preferably Apex or Saver rail fare, underground ticket or taxi only if supported by suitable

recaipis. They are inflexible in this matter

Please do not hesitate to contact either myself or Mrs Wendy Kutner 020 7679 8100 1 you have any

Cueries pror 1o the meseling

Please note that informal drinks will be served immediately after the meeting. We look forward 1o

seeing you on the 157 June

Yours sincerely

C -
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Dr Daphne Christie

Senior Kesearch Assistant to e Lilli Tansey

The Wellcomie Trust Centre for the History of Medicine at University College Lomdon is funded by the Wellcome Trust

whuch 1= a registened Charity, no. 210083, Histmed logo images courtesy Wellcome Library, Log
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = WW1 1AD

waaws ucl ac.uk/histmed = 443 (03 20 7679 100

[ Pewer Brocklehurst e Daphne Chnstie

MNMational Permatal | |'l:|_!.\.":||\.l|l'\l":'. Ll
Institute of Health Sciences
Old Road, Headingion

O ford OX3 TLI

16 June 2004

Dear Dr Brocklehurst

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 behall of The Fistory of "Twentieth Century Medicine Group and the co
organiser, how grateful we are 1o you for your contributions Lo vesterday’s meeting? 1

I \ iy “pe ¥ " T ! - X - vl
really was a splendid occasion, and we hope that you enjoyed 1t as much as those of us

who were observers

As mentroned m previous correspondence and af the meeting, the taped proceedings of
| ¥ » ill 1 I Ty ¥ " Vi3n BT e |
the meeting will now be sent for transcription. and we hope 1o have a drall manuscript Lo
send you i about six months time for your comments. Ultimately we intend 1o publish

i

an edited version of the proceedings, and vou will be sent a copyright assignment form

and tinal proof before publication

Yours sincerely

Ly Daphne Christie
Senior Research Assistant to De Tilli Tansey

whech 15 a registered chanty, no. 210083, Histmed looo images courtesy Welleomte Librarm







THE WELLCOME TRUST
WITNESS SEMINARS
COPYRIGHT ASSIGNMENT

Witness seminars are intended to address issues of medical-historical
interest in the latter half of the twentieth century. The entire
proceedings are recorded and transcribed by the Wellcome Trust with
a view to publication to generate interest in, and provide material
sources for, the study of significant events in recent medical history. As
copyright in anything you said during the proceedings belongs to you
(copyright in the recording of the proceedings belonging to the
Wellcome Trust), we would be grateful if you would complete this form
to enable the Wellcome Trust to use your contribution in the manner
and for the purposes outlined above.

T R
1. NAME I P eter B eI S e i i s e e

2. ADDRESS National Perinatal Epidemiology Unit, Institute of Health
Sciences, Old Road, Headington, Oxford OX3 7LF...............

3. WITNESS SEMINAR: Prenatal Corticosteroids for Reducing Morbidity
and Mortality

B 51 0) L D B e U e LS e e St f SRy

4, ASSIGNMENT

[ confirm that I am the author and legal owner of my contribution
to the proceedings of the Witness Seminar and of any comments [
may have made on any draft transcript (“my Contribution™), and |
assign to the Trustee of the Wellcome Trust (“the Trust”) the
copyright in my Contribution.

5. SOUND RECORDING

I confirm that the entire copyright and all other rights in the sound
recording made of my Contribution by the Trust at the Witness
Seminar (“the Sound Recording”) and the transcript made of the
Sound Recording belong to the Trust for the full period of copyright
including all renewals and extensions.

6. PUBLICATION




[ acknowledge the right of the Trust as assignee of the copyright in
my Contribution to publish my Contribution in whole or in part.

| acknowledge the right of the editor of any publication of my
Contribution to edit my Contribution provided that my approval of
any changes made by the editor will be obtained (such approval not
to be unreasonably withheld).

USE OF MY CONTRIBUTION

[ reserve the right to make use of my Contribution, having first
obtained the permission of the Trust for me to do so (such
permission not to be unreasonably withheld) and I confirm that in
any such use I will acknowledge the Trust.
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Witness Seminar: PRENATAL CORTICOSTEROIDS FOR REDUCING
MORBIDITY AND MORTALITY

Dr Peter Brocklehurst: I suppose I was just thinking about how we are
now approaching the use of antenatal steroids, how we have heard roday
that it was very difficult to get antenatal steroids used in clinical
h;"ll;[i.;q;ﬁ-r&:ﬂk:_-, pnrti(‘u|:1r|}' in the UK, and then within a Very short space of
time, we were throwing it around like Smarties®, and I suppose what

m}hud}r has ver mentioned i1s that in order to get Y0 per cent coverage of

to give an awful lot of women antenaral steroids. Frememberadovelyquote
from—treque—Adferieh—{2atLiverpool WomensHospitab—He—said—H—2
worman—tnder—34—wecks—eoes—into—biverpool—and—burps—then—she—gets

antetatal—sterotds” [I know 1 said that but | am not happy to have this

babies admitted to the neonatal unit_exposed to antenaral steroids, you have

p_l.i!ﬂi:\]n'd in case it gets Prof Alfirevic into trouble in Liverpool — | realize

|,|1.,1[ I Hl![]l]lli |!.l'n.'L' l'll..'i.'l'l morc _L“'\L'E"L'EL'! !]L'[']liﬂ‘-ﬁ [I']li.' SCATCIMCIL _'i.'['l'l.lll.‘t ].'H.'

_-;|m:];ﬂ.h.-mii¥q,‘f “l have heard it said that in some ]'I{}H}'I‘i[i:ll‘u 4 _preenant

woman only has to burp to be given steroids in order to ensure 95% of

babies admitted to the neonatal unit get antenatal steroids”—Fhey—were

etving—so—tmch—of it —in t'rft.]k‘l""l'l:!r-::l::!—i?}':!'—‘['l‘t"l‘—t"t“ﬁl—ﬂi:‘h:lt‘rik“ﬁ achmitted—with

sterords: And then the use of multiple courses of steroids which is becoming
very frequent. As-and now of course what's being considered more and more
in the literature are the potential adverse effects, not just of multiple courses

of steroids, but John Newnam’s group arewhieh—+s coming up with evidence

about the potential long-term hazardous effect of a single course of antenatal

steroids on brain development. Hs—aHl—ver—new—stuff—but—wetmay—tnd
otrselvespoinetradifferent-dircettontoanextent:




[ think a lot of whart is difficult abour this issue, is that we are not very good
at predicting preterm birth, and if we were better at predicting who was
going to deliver preterm we would probably feel much more comfortable
about using steroids in a much more ILLrgL'II_'d way. The concern is that
currently probably-at least 50 per cent of women who get antenatal steroids
do not deliver preterm and theretore if there is long-term harm, it will be in

theese babies that will manifest it, and if we could target our use of steroidstt

better, we would probably all feel a bit more comfortable. So I just think we

are beginning to go the other way, where people are acrually being more

cautious now with steroids than they were maybe even five years ago.

Gamsu: May I ask a question about this study by Newnam and co, my
feeling is that it is animals, but could you tell us a little bit more, because it

sounds very significant if it’s not animals.

Brocklehurst: I cannot tell you very much more no, because 1 heard it
presented in Glasgow about six weeks ago, but I haven’t seen anything in the

literaturepress yer. My recollection is that iuttr was in-thitdettistargely-in

withabent clinicians about using multiple courses of steroids_iss that their
[h]’t"t]]l}l{i I:{'lr :iTLlI!'T-IrIl_E‘ i_'l!'.l1i.'!]l|':l| N[L‘r‘l:idﬁ i.h. I['I"-".'L'r I.'jl._'k'i'l“hﬂ.: i.l‘ ll]-’C:.' arc Ui'-rl'.l['.lg.

and the woman doesn’t deliver soon, they have fele that they can always give

a second course. If you restrict people to giving a single course of steroids
they may delay starting until there isare stronger evidence, if you like, of
||-|']Pc]-|(i:|r|.g ]_-Il._l.,'rt,"!'”'] ]]i.r1]1. SU 'i“.' ;_;IHLIPH L:Ii'- WOITCH .\L'll:.":[fd i.!‘.”.ﬂ I].l';.'!‘-';: l]'i..'!]?ﬁ

is likely to beinterestinghy—quite different Hehinkta-from the multipleetrrent




5 Jur

steroids group than—the—single—sterotd—group;—and that will make the

ilm:]'E:l]':_'i;l['l[m of the results in teresting,

Brocklehurst: I am a bit conscious that I have been asked to speak abour
current research and where the research gaps are in a session which is abour
twentieth century medicine. So we are already a bit beyond the twentieth
century in terms of what I intendneeded to discuss, although hopefully in a
few years time this will be hi.\lm'}' and you can tell me that [ was completely
\\']'l}[]g IH:I Ellﬂ‘g!\i]lg ",.'-']]l,_'l'i._' WCE Wore gning [ g[!. I want '."1.'1'.\'1_1.“ [-i:l]k ;i!‘".”.”. s0me
L'If {]'I_l,_l ]:';.‘\l]l;,‘\ t]'l.'ﬂ,t I:fl;l:'l.'l.' come ll]} [“_'L{ﬂ.:ﬁ' i” [Erims “E- hl]'ﬂ.' wWe are now I.[![!Iii]l:.__:"
at [hl{: L"I."il'.iL"]'I_L"l{_' fh;l_[ we h'.'l_".'l,_' !'_"Iﬂf'ﬂﬂd ‘I.'A."hi_l{ i.\ I:]E,'_:;__'h:ln:]'li.l'lt._" [0 COIME OLUL. I alm
going to discussget-onte the issue of the use of multiple courses of steroids,
but there are another couple of issues which I wanted to touch on, which
have been brought up this morning, one of which is the choice of agent thar
we use for antenatal corticosteroids. There's been a very interesting paper

published in the American Journal of Obstetrics and Gynecology by Alan

Jobemes and Roger Solle,” which #s—lookeding at the available trials and

separatedirg them into those have used dexamethasone and those thar have
l]‘ﬂ._f_{ 1‘!{"[““1['[}1'.1.'{{!I'IK", ;ln[j t‘l'l.{' il'l.tl.,'fl.,'."ifill:.__'" ti]l!'l:,_': i..ln- !I‘IL]'L h'.].'l-'l._' ll‘lﬂ_"'..n (LA |'|.L';.id tQ

head comparisons of dexamethasone verserus betamethasone, which have

look ar antenatal fetal heart rate tracings that seems to be hugely-irrelevant if
they are not related to the outcome for the baby. Jobenes and SollAmd-they
suggested that betamethasone is preferable to dexamethasone, because the

betamethasone trials compared with placebo have a marked reduction in the




incidence of death, and dexamethasone has no statistically significant effects
on neonatal death. As—although probably—one of the things they
reportedinveoked is the fact that the number of trials using betamethasone is

substantially larger than the number of trials using dexamethasone, and the

numbers of participants in each trial of beramethasone are larger. However,

they have suggested some biological plausibility foret this, and I am sure we

are going to see a lot more abouterr what agent we should be uhingi—.mrl-
companies are licensing steroids for antenatal indications, the ability to get
hold of dexamethasone and betamethasone in the USA is becoming more
and more difficult, because no company is producing it, because it doesn't
have a licence. So people are using all sorts of other steroids, petentiathys
some of which clearly do not cross the placental barrier and may not be
effective at all. They also raise issues about whether oralah steroids may be as
good as intramuscular steroids and also discuss different ways of giving the
steroids to the baby, whether you can give it into_the intram—=—amniotic fluid
and-they—will-take—tt, or give it directly intramuscularly into the fetal thigh
which seems a little bit more invasive than a qu'u_'l-; intramuscular injection
into the mother’s thigh. But I suspect we are going to see a lot more about

the choice {:ni-tjm--.ig-;:nt in the furure.

We have heard a lot about the-long-term follow up after aot the-single dose

of _antenaral steroids and 1 think that the 30-year follow up of the original

Liggins and Howie trial will be extremely useful.-amd 1 think we probably
r'I.L'L'i,L to {{[:I HMre-Imore I"E:I]]“"ﬂ-’ |.|E'.|1 r'l.':l'l_lt,']'l I'{”HC:"::]. [Crm i‘“l.l.ll:l'ﬂr' ll]‘l‘ '.II:- [hL' l‘l[hL'l-
trials which have been done to try to strengthen theat evidence-base about

the lm‘tg-!urm effects il':}ltl_!.' to be ]‘Ttrf,:‘t"l'_'r'—rl;.'.'i:ﬁlll'll_'d 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.,

AnFhe-other issue is one of twins and the ongoing debate about what you
should do with twins and hjghﬂ'-ul'dcr births. I was very interested when I
saw the title of a paperresearch-projeet-that-waspresented into the American
Journal of Obstetrics and Gynecology in 2002, which was looking at twins.’

Unfortunately it was comparing prophyvlactic multiple doses of steroids with
¥ prophj

the women presented in preterm labourbirth_and;—whieh showed no

difference. But it certainly didn’t elucidate whether the dose that they were
using was appropriate or whether it was benefiting twi ns—rrdwee et

think——am—eertrin—of—that—although, Studies of—trials—of—the individual

patient data meta-analysis ofat the existing trials may well rake us forward on

that issue, if we can ever get the data or the money to do it.

Finally, I want to fust—touch briefly on the issue of repeated doses of

antenatal _steroids which have been brought up rime and time again

said, within a very short space of time of us using steroids, we were liberally
them-splashing it around ~with-gay-abandonand- giving it to everybody we
possibly could and often on a weckly basis, to the point where we were
giving prophylacticsHetsefuswere-giving-prophylactie steroids weekly to
twins from 20 weeks, Csand-ecrrainly lots of clinicianstsers were givingen it
to their triplets weekly from 20 weeks, until they goet o 34 weeks or the

risk of preterm delivery was no longerisnot th:‘.li]g:hl.' to be present. Because

of thisat a great dealanrormnt of effort went into designing a number of trials

around the world to look at the comparisons between-with a single course of

sred=Murphy D ], Caubowell 5, Joels L A, Wardle P. (2002) Cohort soudy of the neonatal
outcome of twin pregnancics that were treated with prophylactic or rescue antenatal corticosteroids.

Anrerican l|"|.'.'|r:1.-1.".-l.l''l".-l."-'-.'r."r fis ainned f'-:-'-'-!'."-I'-J_Q'- 187: 483=8.




steroids and multiple courses of steroids to look at the outcome oform the
baby. Wasd-when we originally thought abourt this, following your survey
of practice in 19977, there were five trials that were designed, which would
have added up to a total of 10 000 women randomized. Fi—yes—tive trials

around the world, one of which we have already heard abourt in Australia,

two in the USA, one in Canada and one in the UK _and-—+m Europe, which I

was going to be leading forom the NMPEU. I just want to briefly update

you on where those trials are, because 1 think it is crucial in rtelling us
whether we will ever ger an answer to the single dose or rnuii'lph: course of
steroids debate. The largest of theese trials was ours, which was the
TEAM Steams trial which was going to include 4000 women and had thea

primary outcome measured atresmenat age two. We did undertakeplanning

for a pilot trial, but unfortunately we went to the MRC at the time when the
MRC had no moneys—you-may-—remember—thatevent;, 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 1o recruit

years ago_ands has currently recruitedget 900_women. Whether it will ever

get to 1,900260861500 I don’t know because it mighl 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. T3*htle—the USA trial
which aimed to recruit 1000 was stopped early by the Data Monitoring
Commirtee 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, run byat the Mmaternal and

Ffetal Mmedicine’s Unit Nnretwork, was also srup}wd by the Dara

> 1T ! . e \ : g
Guinn DA, Atkinson MW, Sullivan L, et
corticosteroids |

for women at risk of pret

trial. JAMA, 2001;286:1581-1587




Monitoring Committee at 500, because they found a slighty lower
birthweight in the group receiving multiple courses of steroids. So it looks
likely that at the end of this that-we may end up with abour 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 sceprtical that in five
years time we will actually have enough_—te—information to answer the

question in terms of what wwe need to know which is the long term

they may be favourable for lmlliiph: courses of steroids, but L.'lt‘ill'll}’ that is
only part of the question. So the fact that we didn’t get these original trials
into practice very quickly has norwe—are—stitbnot necessarily taught us to

improveing on past performance when it comes to antenatal corticosteroids.

The other thing to mention, I suppose, is that in the absence of trials
evidence aboutet long-term ourcomesaetmen—nd, whar En'uph' are going to
rely on is observational studies of long-term outcomesaetmren. The one
observational study with repeated courses of steroids which has been
published is from the western Australian group, which .l.ugg:.'ﬁ[ud a
statistically significantly in—decreased incidence of cerebral palsy with

multiple courses of steroids wversus a single course, but a statistically

significant increase in significant behavioural problems among the children

who survived tohe six years. 1 think, and I was discussing this with Jane
during the break this afternoon, that—She—thinks-that in Australia and New
Zealand—weH—they—have—eot—some—evidence—down—in—Austratir—and—New
Zeakand—that, the amount of steroid used is going down. I think it is going
down in the UK shehthy—when 1 talk to clinicians, because of these
uncerrainties and concerns about the harm associated with multiple courses
of steroids. How we ever get people to interprer what we say correctly, I am
not sure. Csbutelearly the messages thar are coming our al the moment are

not that steroids are bad, bur thar we need to be more Hc1p|1.ih[ir.;ll.l.'t.l in how




we use them and how that information is interpreted appears tw be

Hrmedtate response-to stop using them.

So the issues for the future Fhink—in terms of our current gaps_are:; the
biggest one Fthink—is that we cannot currently identify women who are
going to deliver preterm very effectively. We can agree we are going to
deliver them preterm electively, but for the vast majority of women who
deliver 5}1:1-[]1:1|1|:_'|;]1]_~.l:.', we are not very good at recognizing them. And 1]1i|11:;.\
like fetalpeopte fibronectin_and; cervical length onf ultrasound screening
may help us identify a group of women who are at a much higher risk of
preterm delivery, and we can target our intervention more cffectively.—md |

am sure we will see much more of thisat in the furure.

Ar what g_"-g_-t..].;y;_im1_.1| age to use_to steroids, what formulation, whar dose, and

whart route of administration I think are L]IIt‘!\Lit:t]h that we will have to rackle

in the future. What gestational age to give_steroids?—this: Nobody has

mentioned yet the trial that has only been published in abstract that Peter
Sturchfield did in Wales where they recruited women who were going for
elective caesarean section at greater than 37 weeks, They randomized nearly
1000 women to receive steroids or not and showed a significant decrease in
admissions to the neonatal unit with respiratory symptoms in the group
given steroids. So even beyond 37 weeks-at-term, if you deliver electively by
caesarean section, steroids seem to offer some advantageswork. So the issue

about whether there is a cut-off when you don't give them is going to be re-




and it may hopefully answer some of ourthe questions—atthongh—t—suspeet

tette.

A big lesson which has come ourt of the steroids trials, not only antenaral
steroids, but postnatal steroids, is that withwe perinatal interventions we
really, really have to look at the children, if not the mothers as well, in the
longer term, because these babies don't stop developing the minute they are
born, they go on and on and on. I was reading in Time magazine recently
e 25, which

o
=)

are suggesting thar the brain does not stop developing until a
seems a perfectly reasonable justification for raising the age at which you can
vote. But babies develop, they develop for a long, long time and something
like steroids has an enormously potent effect on all the systems of the body,
and yet we think we can just look at RDS and ignore the potential long-
term effects. I think we are beginning to realize-trow that we cannot do thar,
that interventions that shows short-term  benefits, like neonatal

dexamethasone, may then—be counteraeted by long-term harm. Not that

I:ht'fl._'lij no |'r§‘l'|r.,‘ﬁ'[ i['l. [I:'I';.' I.{!I!'I:_,_'!. [erm, Iffl'l_][ [I:EI.'I.[ [lf"]l._' l{!lfl‘e.[-ll..'l'l'l'l. L'I:-|'-l.."i."lh may i'll;.' in

the opposite direction. Thisat—~very—sophistieattonr means thar long-term

follow up_studiess-34-and of these trial cohorts become essential and yet the
current situation in the UK, I would suggest, in terms of being able to
follow-up people, is making—it-more and more difficult and more and more

expensive.

Brocklehurst: I think there is an issue, because 1 remember the Canadian
study got in touch with us about the TEAM Setre—teanr's trial, and askedsatd

]'I.H‘-.\." Md‘i’t[“'}"!’ﬂt E_U_HJ‘I d |7I|.i1l.'L']‘.H.! 11]!' :l."{:lll'l' l"ll;_'[q':ll'['.l'i.'EI'IJ!'%HI'IL" t"R'L'ZH].‘it‘ E!-‘- Iiix 115




s cloudy. We said thatdyand-wewentttsnot_ o—Ours wais completely

clear. Fhatsbecaseyoruarenot—usne—= tofte-acting Bretamethosone—rott

e trert vt b -w.v:w--rrr:*:*—i-ﬁ—-tht-n|":E;in:l| trrt—atd—yot—hever—tead—the

original—triab—Beeawse—Tthe original trial doesn’t specify what the

hu[;;lnuthﬁhullu [‘ll't}‘r;ll';uinll was and we were m‘ing ]w1:lt11+.‘1]l:1.‘-nm.' tharwirteh

ts—sbrt—ws wass availablessed in this country, and in the UK you can only

buy betamethasone which is a solution_not a suspension.

FEpEG Dl dapd o qremrtabrp et T N

Dr Peter Brocklehurst
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gynaccologist and epidemiologist in London. Joined the National Perinatal

Epidemiology Unit (NPEU) as a research fellow in 1994, became consultant
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23 August 2005

Mrs Lois Reynolds

Research Assistant to Dr Tilli Tansey

The Wellcome Trust Centre for the
History of Medicine

University College, London

210 Euston Road

London NW1 2BE

Dear Lois

L
L 4

Re: Witness Seminar: Prenatal Corticosteroids for Reducing Morbidity and Mortality
in Preterm Birth, 15 June 2004

Many thanks for sending me the final proof of the transcript for this meeting, There are a
number of typographical errors and corrections to references which 1 have listed below in the
order in which they appear in the transcript:

= Page 55. Brocklehurst. First sentence:
Delete “the” before “... press yet”.

Page 56. At the top of the page, in the sentence starting “having tried to do one of the
large trials ..." the phrase *...1 think one of the issues with clinicians ..."” replace “with”
for “for” to read “....1 think one of the issues for clinicians ...”

Page 88. In the middle of this page there is a reference which refers to a survey conducted
by myself and others which can be referenced. The reference for this is referred to later in
the manuscript, (number 167), but the reference is incomplete and should read:

Brocklehurst P, Gates S, McKenzie-McHarg K, Alfirevic Z, Chamberlain G. Are we
prescribing multiple courses of antenatal corticosteroids? A survey of practice in the UK.
Br I Obsiet Gynaecol 1999; 106{9):977-9,

Page 93. You asked whether the references under 164 were correct and I can confirm that
they are

Page 94. The section of the text which is marked in square brackets should read “.. have a
remarked reduction in the incidence of death and respiratory distress syndrome, while
dexamethasone has ...". In the subsequent sentence, could I suggest amending this to read

“although one of the things they report is that the number of trials




o Page 95. I can confirm that reference 166 is correct. However, reference 167 is not
complete in the list of references (see hoint above referring to Page 88).

Page 96. Reference 168 asks for details of the five trials that were planned.
Unfortunately, I can find no reference to these trials ifi any of the literature. They are not
included in our website and the transcript of this meeting may be the only place where they
are explicitly referred to in such detail.

First sentence of the second paragraph on Page 96. Please replace the word “dosg” with
the word “course”, so that the end of that sentence reads

= will ever get an answer to the single course or multiple course of steroids debate.”

Towards the botiom of that page. The sentence starting “The US trial aimed to recruit
1.000 ..." should have the word “but” inserted after *1,0007.

Page 97. At the top of this page the sentence starting “So it looks likely that we may end
up ..." should have the word “the” removed before ...a single course, instead of the
10,000 women.™

At the end of that paragraph the word “evaluating™ should be inserted before “antenatal

steroids”,

You asked whether reference 171 was the correct reference. This is not the correct

reference. The correct reference should read:

French NP, Hagan R, Evans SF, Mullan A, Newnham JP. Repeated antenatal
corticosteroids: effects on cerebral palsy and childhood behavior; Am J Obstet Gynecol.
2004:190:588-95

Page 98, second paragraph, fourth sentence starting “They randomised nearly 1,000
women to receive steroids or not and showed a ..." the word “significantly” should be
“significant”. Later in that same sentence “given” should be deleted and the word
“receiving” included.

-

Reference 172 is an abstract and the reference for this is:

Swutchfield PR, Zbaeda M, Furneaux L, Satelle J, Banfield P, Bickerton NJ, Cameron D,
Whitaker R, Russell I. Antenatal steroid therapy for elective caesarean section at term.
Arch Dis Child (Supplement) 2004:89:P14

Page 99, third paragraph, penultimate sentence should start “Not jusf that there is no
benefit...”

Final sentence. Instead of “of funding” in the square brackets, ipclude the phrase “data
protection and confidentiality issues”

At the bottom of that page, where you have included in square brackets, “who ?? from 77"
please insert “the investigators from’ .

Similarly later in that same sentence the word “how™ is more accurate'than the word
“where™.




s In the references, the only comment | have is one referred to earlier about our survey of
practice, which you have listed under Brocklehurst, P.

Please let me know if any of the above does not make sense!

With best wishes

Yours sincerely

Peter Brocklehurst
Director
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19th March 200

Dear Professor Buxton

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 1s assisting us in the organisation.

Sir lain Chalmers has recommended that we invite vou to this meeting and we would be
delighted to have vou join us.

These seminars address 1ssues 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?”
T'his 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 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 heanng from you and do hope you will be able to accept this invitation.

Yours sincerely

Dr Daphne Christie
Senior Research Assistant to Dr Tilhi Tansey
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The Wellcome Trust Centre
for the History of Medicine
at University College London

24 Eversholt Street = London = NW1 1AD

wwwoaclac. uk/histmed = +44 (0) 20 7679 3100

Professor Martin Buxton
Drepartment of Health Economics
Brunel University

Uxbridge

Middlesex UUBS 3PH

26 Apnl 2004

Dear Professor Buxton

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 you are able to attend the above meeting and are happy to tell vou that
plans are proceeding well. A copy of our publicity material is enclosed and [ will be sending

yvou a drafl programme in due course. A full attendance hist wall be available at the 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 to lead off the discussions, although there
will be ample opportunity to contribute throughout the meeting. We do not show shdes o
overheads at the meetings, as we wish to encourage informal interchange and conversation.
[f however, you would like any material to be available to the audience, we could photocopy
a diagram or article for vou, and leave a copy on every chair,

Please do not hesitate to contact either mysell or Mrs Wendy Kutner 020 7679 5106 1 you

have any queries prior to the meeting
We very much look forward to secing yvou at the meeting

Yours sincerely

C SR Tl

Dr Daphne Christie
Senior Research Assistant to Dr Tilli Tansey

Cnc
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