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R. v SMOLINSKI

Court oF ApreaL (The Lord Chief Justice (Lord Woolf), Mr Justice
Aikens and Mr Justice Fulford): May 4, 2004

[2004] EWCA Crim, 1270; [2004) 2 Cr App R 40

(1 Abuse of process; Appeals against conviction; Delay; Indecent assault; Stay
of proceedings

ABUSE OF PROCESS

Delay in presecution
Guidance as 1o whether and when 1o make applications 1o have cases stayed on

the basis of abuse of process where there has been delay

The appellant was charged, inter alia, with offences of indecent assault upon
two females aged six and seven. The offences were first reported to the police
some 20 years later. The appellant denied that he had been guilty of the conduct
alleged and an application was made on his behalf to stay the proceedings for
abuse of process, the submission being that he could not receive a fair trial as a
result of delay and that he would be prejudiced by lack of memory because of
the time that had elapsed. The trial judge came to the conclusion that on the bal-
ance of probabilities it had not been shown that a fair trial was impossible. The
appellant was convicted by a majority verdict of 10:2 on count 1 but the jury
were unable to reach a verdict on counts 2-4, which were ordered to remain on

the file. The appellant appealed.

Held, allowing the appeal and quashing the conviction, that applications to
stay proceedings based on abuse of process where there had been delay had
become prevalent but should be discouraged. In cases of alleged sexual offences
it was eometimes very difficalt for young children to speak about such matters
and therefore it was only many years later that the otrences came w ligui. 310w
ever, when a long time had elapsed, the court would expect that careful
consideration would be given by the prosecution as to whether it was right 1o
bring the prosecution at all. If. having considered the evidence to be called,
and the witnesses having been interviewed on behalf of the prosecution, a
decision was reached that the case should proceed, then in the normal way it
was better not to make an application based on abuse of process. Unless the
case was exceptional, the application would be unsuccessful. If an application
were to be made 10 a judge, the best time for doing so was after any evidence
had been called and for the judge then, having scrutinised the evidence with par-
ticular care, to come to a conclusion whether or not it was safe for the matter to be
left to the jury. That was a particularly helpful course if there was a danger of
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662 R. v SmoLINSK)

inconsistencies between the witnesses of the sort that; it was commeon ground,
had occurred in this case. In relation to one girl the jury came to the conclusion
that they were satisfied that the case had been made out; but in relation to the ather
girl they were not satisfied that the case had been made out in respect of the
second count of the indictment. This was significant because the two girls had
agreed that the appellant behaved in exactly the same way in relation to the sub-
ject matter of the first and the second count on the indictment inrespect of each. In
this case the Recorder had properly left the case to the jury and had properly sum-
med up to the jury. It would not be right for the court to Jay down the principle that
where a particular period had elapsed (in this case 20 years), even though the
complainant had given a reason for the delay, it was inevitably the case that
the conviction would be unsafe. However, if there was an appeal where there
had been a long period of delay and where the complainants were young the
court would scrutinise the situation with particular care. Looking at this matter
as a whole, bearing in mind that there were discrepancies and that the elder sister,
until reminded by her younger sister, was apparently oblivious of what was
alleged to have happened earlier, and also bearing in mind the conclusion
which the jury reached on the first count but were unable to reach on the second
count, this was a case where the appellant's conviction was unsafe.

Attorney General’s Reference (No I of 1990} (1992) 95 Cr.App.R. 296, {1992]
Q.B. 630, CA, followed.

(For abuse of process owing to delay, see Archbold 2004, paras 4-64a to 4-71
and16-73.)

Appeal against conviction

On June 27, 2003, in the Crown Court at Swindon (Mr Recorder Powles) the
appellant, Mark Paul Smolinski, was convicted by a majority verdict of 10:2 of
indecent assault upon a female (count 1). The jury were unable to reach a verdict
on count 2, indecent assault upon a female and counts 3 and 4, gross indecency
with a child. They were therefore discharged from delivering a verdict on those
counts and the matters were ordered to remain on the file. The appellant was sub-
sequently sentenced to 2 Community Rehabilitation Order-tor three years.

The facts and grounds of appeal appear in the judgment of the Court.

Henry James (assigned by the Registrar of Criminal Appeals) for the appellant.
Paul Grumbar (instructed by the Crown Prosecution Service) Chippenham, for
the Crown,

Lord Woolf C.J. delivered the judgment of the Court.

On June 27, 2003 in the Crown Court at Swindon, before Mr Recorder Powles,
the appellant was convicted by a majority verdict of 10:2 of indecent assault upon
a female (count 1). The jury were unable to reach a verdict on counts 2-4. They
were therefore discharged from delivering a verdict on those counts and the mat-
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{2004} 2Cr APPR 40 (Lord Woolf C.J)) 663

ters were ordered to rernain on the file. The appellant was subsequently sentenced
to a Community Rehabilitation Order for three years. As he was convicted of a
sexual offence to which Pt | of the Sex Offenders Act 1997 applies, the appeliant
was required to comply with 5.2 of the Act: notification to the police for a period
of five years. The appellant now appeals against conviction by leave of the single
judge.

‘We have no transcripts available 10 us of the evidence which was given by the
two complainants who were sisters, and who were respectively aged six and
seven at the relevant time, but we have been assisted by the fact that counsel
who appear before us today were the counsel who appeared at the trial.

The offences were atleged to have occurred some time between 1981 and
1983, but they were first reported 10 the police 20 years later, in September
2002. The appellant at the time of the offence was 16 years old. He baby-sat
for the two girls, C and M, at their house on between three and six occasions
over a period of a few months.

It was the prosecution's case, supported by both girls, that on one such
occasion the appellant sat between them when they were wearing nightdresses
and simultaneously played with their vaginas (count 1 in respect of C and
count 2 in respect of M). The girls could not recall if they had underwear on
beneath their nightdresses. There was no suggestion of any digital penetration.

The appellant’s case was that the allegations were untrue. He denied that he
had been guilty of the conduct alleged. However, when he was interviewed by
the police he was not as adamant about his not having done anything of this nature
as might be expected, notwithstanding the period of time which had elapsed.

An application was made by Mr James on behalf of the appellant to stay the
proceedings for abuse of process. It was submitted that the appellant could not
receive a fair trial as a result of delay and that he would be prejudiced by lack
of memory because of the time that had elapsed.

The judge perfectly correctly, as is accepted, approached the matter in accord-
ance with the decision of Artorney General’s Reference (No 1 of 1990) (1992) 95
Cr.App.R. 296. He came to the conclusion that on the balance of probabilities it
had not been shown that a fair trial was impossible.

The making of applications to have cases stayed where there has been delay on
the basis of abuse of process has become prevalent, In making his application Mr
James followed what has become the usual practice in cases of this nature. This
Court does not criticise him for doing so. However, the Court questions whether it
is helpful to make applications in relation to abuse of process before any evidence
has been given by the complainants in a case of this nature. Clearly, having regard
to the period of time which has elapsed, the court expects that careful consider-
ation has been given by the prosecution as to whether it is right 1o bring the
prosecution at all. If, having considered the evidence to be called, and the witnes-
ses having been interviewed on behalf of the prosecution, a decision is reached
that the case should proceed, then in the normal way we would suggest that it
is better not to make an application based on abuse of process. It will take up
the court’s time unnecessarily. Unless the case is exceptional, the application
will be unsuccessful. That was indicated by this Court in R. v B [2003] EWCA
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Crim 319.{2003) 2 Cr.App.R. 197, which is also referred to in the current edition
of Archbold. In that case this Court referred to the earlier decision, including
Arntorney General's Reference (No 1 of 1990) (1992) 95 Cr.App.R. 296, and
suggested that the approach of Lord Lane C.J. in that case indicated the general
position.

If an application is to be made to a judge, the best time for doing so is after any
evidence has been called. That means that on the one hand the court has had an
opportunity of seeing the witnesses, and, on the other hand the complainants have
had to go through the ordeal of giving evidence. However, despite the latter point,
which obviously is one of importance, it seems to us that on the whole it is pref-
erable for the evidence to be called and for a judge then 1o make his decision as to
whether the trial should proceed or whether the evidence is such that it would not
be safe for a jury to convict. That is a particularly helpful course if there is a
danger of inconsistencies between the witnesses — inconsistencies of the sort
that it is common ground occurred here. However, as is pointed out by Mr Grum-
bar on behalf of the Crown, the Recorder who tried this case was very
experienced. He gave an immaculate summing-up. He dealt with the application
to which we have made reference in a perfectly appropriate manner. It is likely
that if he thought this case was not one which it was safe for the jury to consider,
he would have withdrawn it from them.

Although this was not stressed by Mr James, the matter that has weighed hea-
viest with this court in considering this appeal is the fact that in relation to one girl
the jury came to the conclusion that they were satisfied that the case had been
made out; but in relation to the other girl they were not saiisfied that the case
had been made out in respect of the second count of the indictment. This is sig-
nificant because the one thing upon which the two girls were agreed was that the
appellant behaved in exactly the same way in relation to the subject matter of the
first and the second count on the indictment in respect of each. We find it difficult
to see, if the jury accepted, for example, C’s evidence, who was apparently the
most adamant about the matier in relation to the count affecting her, and they
were satisfied as to her, why they should not be satisfied with regard to her sister
as well, particularly in view of the description which C gave. It is true with regard
to counts 3 and 4, which alleged acts of gross indecency, that the girls’ accounts
differed, but in relation 1o counts 1 and 2 they were the same.

LOOKING at LS Case a5 4 whoie, we i ihe posiuen a3 follows. We considar
that it was proper for the Recorder to leave the case to the jury. He properly sum-
med up to the jury. Questions as to whether witnesses are to be believed or not are
essentially matters for the jury. If it had not been for the matier of the verdicts, to
which we have referred, we would have found it difficult to interfere with the con-
viction which ook place in this case. We do not think it is right for this Court to
lay down the principle that because of the period which has elapsed (20 years)
when the complainant has given a reason for the delay, it is inevitably the case
that the convictions will be unsafe. However, where there has been a Jong period

of delay such as existed in this case, and where the complainants are young, as
they were here (six and seven respectively at the time matters happened), this
Coun should scrutinise convictions with particular care. Likewise, we consider
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that tria) judges should scrutinise the evidence with particular care and come to a
conclusion whether or not it is safe for the matter to be left to the jury.

In this case, looking at the matter as 2 whole, bearing in mind there are discrep-
ancies, bearing in mind that the elder sister, until reminded by her younger sister,
was apparently oblivious of what was alleged to have happened earlier, bearing in
mind the conclusion which the jury came to on the first count but were unable to
come to the same conclusion on the second count, that this is a case where the
conviction is unsafe. Accordingly, we will therefore allow the appeal.

We hope we have made clear two things in the course of hearing this appeal.
One is that we discourage applications based on abuse in cases of this sort. See-
ondly, where evidence is given after so many years, the court should exercise very
careful scrutiny at the end of the evidence to see whether or not the case is safe to
be left to jury. If there is an appeal, then this court will scrutinise the situation with
care. We are certainly not indicating that it is not right to bring prosecutions in the
appropriate circumstances merely because of the period that has elapsed. As this
Court appreciates, it is sometimes very difficult for young children to speak about
these matters and therefore it is only many years later that they come to light. Jus-
tice must be done of course to a defendant, but the court must also be mindful of
the position of the alleged victims.

Appeal allowed.
Conviction quashed.
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[2005] All ER (D) 190 (Dec)
R (on the application of Henshall) v General Medical Council
[2005] EWCA Civ 1520 af’

Court of Appeal, Civil Division
Auld, Sedley and Jonathan Parker L1]

13 December 2005

Medical practitioner - Disciplinary proceedings - Preliminary Proceedings Committee of the General Medical
Council - Whether committee entitled to refuse to place complaint before Professional Conduct Committee -
General Medical Council Preliminary Proceedings Committee and Professional Conduct Committee (Procedure )
Rules 1988, 51 1988/2255, rr 11(2), 16.

Rule 11(2) of the of the General Medical Council Preliminary Proceedings Committee and Professionai Conduct’
Committee (Procedure) Rules 1988, SI 1988/2255 provides, so far as is material 'When referring a case to the
Professional Conduct Committee the Preliminary Proceedings Committee shall indicate the convictions, or the
matters which in their opinion appear to raise a question whether the practitioner has committed serious
professional misconduct, to be so referred and to form the basis of the charge or charges ... ' Rule 16
provides: 'Where the Committee have decided not to refer a case for inquiry no complainant, informant or
practitioner shall have any right of access to any documents relating to the case submitted to the Council by
any other person, nor shall the Committee be required by a complainant, informant, or practitioner to state
reasons for their decision.’

In the early 1990s the three interested parties, DS, AS and MS, who were all registered medical practitioners,
had been involved in a clinical trial of a treatment for premature babies with breathing difficulties, known as
Continuous Negative Extrathorasic Pressure Ventilation (CNEP). The claimant had two premature babies, both
of whom were included in the CNEP trial. The first child died 60 hours after her birth, and the second child was
subsequently found to have cerebral palsy. The claimant complained to the General Medical Council (GMC)
about the integrity of the trial and about the supervision and conduct of it at the hospital, alleging that each of
the three doctors had been guilty of serious professional misconduct. The matter went before the GMC's

| Preliminary Proceedings Committee (PPC), whose role was to consider whether to refer the matter the
Professional Conduct Committee (PCC) as appearing to raise a question whether the doctors had committed
serious professional misconduct. The PPC did not have before it a report, the G report, on the design of
various trials including the CNEP trial, but had an article published in the British Medical Journal (BM3J) which
was highly critical of the G report. It also had a confidential report commissioned by the hospital, the H

report, into 12 research programimes conducled by DS Lo delermine whether any discipiinary action should be
taken against him which, whilst expressing some concerns, was generally supportive of his and his colleagues'
work. All three doctors responded to the complaints, but DS did so only on condition that his responses would
not be disclosed to the claimant. The PPC refused disclosure to the claimant of DS's response because of his
failure to give his consent, relying on r 16 of the General Medical Council Preliminary Proceedings Committee
and Professional Conduct Committee (Procedure) Rules 1988. Having considered all the material before it, the
PPC concluded that none of the compiaints shouid be put before the PCC. The claimant sought permission to
apply for judicial review of the PPC's decision but her application was refused. She appealed.

She submitted, inter alia, that the PPC's conduct had been unfair to her in refusing to disclose DS's response
to their complaints; and that the PPC had uncritically accepted the views in the article in the BMJ without
considering or considering adequately the G report.

The appeal would be allowed (Auld UJ dissenting).

(1) It was completely unacceptable to derive by implication from r 16 a general inhibition which, by enabling a
practitioner to put in potentially contentious material in response and to deny sight of it to the complainant,
was capable of stifling the individual's right to bring a tenable complaint to the attention of the PCC of the
GMC. Somehow, therefore, the PPC had to operate r 16 fairly. The only way to do so was to recognise that
there were two competing imperatives: the fact that r 16 would become ineffective to the extent (not
necessarily a large one) that documents were disclosed by the PPC in the course of its work, and the fact that
the PPC could not do its work fairly or therefore lawfully if significant material were able to be put in by
practitioners and kept from the knowledge of complainants. The solution was to consider in each case what
the practitioner had put in; to decide whether in fairness it was something the complainant should be able to
respond to; and, if it was, to tell the practitioner that unless he or she agreed to the disclosure of the material
it would be ignored by the PPC. In the instant case the PPC had erred in law in failing to appreciate that it




“we

s#ould take that approach to DS's response.

(§) The PPC had erred in accepting and giving weight to the article in the BMJ, and had gone beyond the
lilnits of its function as laid down in r 11(2).

It was one thing to evaluate the available evidential material in order to determine whether in its opinion such
material appeared to raise a question whether the practitioner had committed serious professional
misconduct, but quite another to purport to resolve disputed factual issues. In so doing the PPC had
trespassed on an area which was properly the province of the PCC, should the case be referred to it.

The only fair outcome was that the PPC should be reconstituted in order to do the job it had so far failed to
do. It should make it clear first of all that, unless DS agreed to let the claimant see his submissions, if
necessary on suitable undertakings, the submissions would be put aside. Secondly, it should act on the
published literature only if, having considered the BMJ article alongside the G report, the H report and any
other relevant material placed before it, it was satisfied that there was in sum no evidence capable of raising
a question within s 11(2). It was not the PPC's task to evaluate conflicting professional views of issues raised
by the complaint. Its final task was to apply, with whatever exegetic help it found useful, the test set by r 11
(2): whether the material advanced for and against the complaint raised a question whether one or more of
the practitioners had committed serious professional misconduct.

R v The General Medical Council, ex p Toth and another [2000] Al ER (D) 865 applied.

Philip Havers QC and Ian Wise (instructed by Irwin Mitcheli) for the claimant.
Mark Shaw QC (instructed by Field Fisher Waterhouse) for the GMC,

Andrew Kennedy (instructed by Hempsons) for DS.

Mary O'Rourke (instructed by Radcliffes Le Brasseur) for AS and MS,

Kate O'Hanlon Barrister.

Judgment

[2005] EWCA Civ 1520

COURT OF APPEAL, CIVIL DIVISION

13 DECEMBER 2005

LORD JUSTICE AULD, LORD JUSTICE SEDLEY and LORD JUSTICE JONATHAN PARKER

JUDGMENT: APPROVED BY THE COURT FOR HANDING DOWN (SUBJECT TO EDITORIAL
CORRECTIONS)

LORD JUSTICE AULD:
Introduction

1. This is an appeal and substantive hearing of an application by permission of Laws L] of the appeal of
Deborah Henshall against the refusal on 15th December 2004 by Pitchford J. of her application to claim
judicial review.

2. The appilication concerns complaints made by Mrs Henshall and her husband to the General Medical Council
(“the GMC") against three doctors in 1997 alleging serious professional misconduct by them in 1992. At all
material times the disciplinary procedures governing such complaints were contained in a statutory scheme
prescribed by the Medical Act 1983 (“the 1983 Act”) and the General Medical Council Preliminary Proceedings
Committee and Professional Conduct Committee (Procedure) Rules 1988 (“the 1988 Rules”). Under that
scheme, there were two preliminary stages to the consideration of a complaint, an initial check by a GMC
“screener”, largely as to formalities, and a second, somewhat more rigorous check, by the Prefiminary
Proceedings Committee (“the PPC”), as to whether they ought to refer the complaint referred to them by the
screener to the Professional Conduct Committee (“the PCC"), for determination of the complaint. In November
2004 that three tier scheme was replaced by a two tier scheme by the General Medical Council (Fitness to
Practise) Rules Order of Council 2004 (“the 2004 Order”). Since the decision under challenge in this case was
made in February 2004, the old, not the new, scheme, governs it.

3. Mrs Henshall challenges a decision of the PPC of 26th February 2004, communicated to her and her




hffsband by letter of 12th March 2004, not to refer her complaints against three registered medical
pfactitioners, Professor David Southall, Dr Martin Samuels and Dr Andrew Spencer to the PCC. If successful in
tiat challenge she seeks referral of the matter straight to the PCC or remittal to the PPC or its nearest
st@iccessor under the GMC's new statutory scheme.

4. In the early 1990s those doctors had been involved in a clinical trial of a treatment for premature babies
with breathing difficulties at the North Staffordshire Maternity Hospital in Stoke (“the Hospital”). The
treatment was known as Continuous Negative Extrathorasic Pressure Ventilation or 'CNEP', Mrs Henshall had
two premature babies both of whom were included in the CNEP trial. The first, Stacey, died 60 hours after her
birth and the second, Sofie, was subsequently found to have cerebral palsy.

5. Mrs Henshall complains about the integrity of the CNEP trial, which was designed and established by
Professor Southall and Dr Martin Samuels, and about the supervision and conduct of it at the hospital, for
which Dr Spencer was responsible, She and her husband first complained in 1997, but the PPC did not make
its decision until, as I have said, early 2004. In summary, the PPC concluded: 1) that the majority of the
complaints were unsupported by any evidence; 2) that the remainder had some evidential support, but
insufficient to indicate a real prospect of establishing them factually or of the emergence of further sufficient
evidence to do so; and/or 3} that, such allegations that might be provable by existing or further evidence had
no real prospect of amounting to serious professional misconduct.

The issues

6. The application raises the following issues:

i) whether the PPC identified and applied the correct legal test in deciding not to refer Mr and Mrs
Henshall's complaints to the PCC;

ii) whether the PPC wrongly declined to disclose to Mr and Mrs Henshall written responses to their
complaints of Professor Southall communicated to the PPC; and

iii} whether the PPC wrangly relied in reaching its decision on an article in the British Medical Journal
("BMJ”) by Dr Edmund Hey and Sir Iain Chalmers (“the Hey & Chalmers Article"), highly critical of a
report commissioned by the NHS Executive by a panel headed by Professor Rob Griffiths (“the
Griffiths Report”).

The facts

7. In 1992 Mrs Henshall gave birth to her two daughters, Stacey and Sofie, at the North Staffordshire Rovyal
Infirmary, Stacy on 12th February 1952, and Sofie, on 14th Decembper 1992,

8. Both babies were born prematurely and received CNEP treatment as part of the clinical trial designed and
overseen by Professor Southall, a consuiltant paediatrician. Dr Samuels, also a consultant paediatrician, had
worked with Professor Southall on a protocol for the trial. Dr Spencer was the consultant
paediatricial/neonatofogist with clinical responsibility for children recruited to the CNEP trial in North
Staffordshire and was also lead researcher at the North Staffordshire Maternity Hospital. The trial had been
put before and approved by the local ethics committee.

9. Mr and Mrs Henshall claimed not to have known that their daughters had been given CNEP treatment until
told a fong time afterwards, in December 1996. As a result of that information, in May 1997 they complained
to the GMC about the three doctors’ involvement in and/or conduct of the trial treatment, alleging, in each
case, serious professional misconduct. They maintained that the doctors should not have undertaken it, that
they and other parents whose babies had been similarly treated had not had an opportunity to make an
informed choice about it, in particular, they had not been told of the risks associated with it.

10. Mr and Mrs Henshall's complaints, which have been helpfully summarised by Mr Mark Shaw QC, counsel
for the GMC, and Mr Andrew Kennedy, for Professor Southall, consisted of the following:

1) deception of the local ethics committee about the benefits and safety of the CNEP technique in
order to secure approval and funding for the trial;

2) performing unnecessary caesarean sections specifically in order to ensure an adequate supply of
premature neonata! babies for the trial;




3) forging Mrs Henshall's signature on the consent forms for entering her daughters into the trial, her
v consent not having been given;

4) in the alternative to 3), entering Mrs Henshall's daughters into the trial without having obtained
her informed consent, in particular without having provided her with an information leaflet or
informing her of the risks, benefit, efficacy and experimental nature of the treatment;

5) entering Stacey into the trial notwithstanding her ineligibility for it according to the trial criteria;
6) inadequate clinical care of Sofie;
7) knowing failure to follow the trial protocol;

8) employment of doctors and nursing staff unsuitably qualified and/or trained to develop or conduct
the trial;

9) fraudulent misrepresentation of the results of the trial in order to further their personal financial
interests in the development of CNEP equipment; and

10) conspiracy to misreport post-mortem results with a view to preventing any death being
attributable to the trial.

Save for the first complaint of deception of the local ethics committee and the ninth of misrepresentation of
the results of the trial, which were alleged against Professor Southall personally, the remaining summarised
complaints insofar as they related to him, were, in the main, of a failure of supervision.

11. There was considerable delay on the part of the GMC in responding to Mr and Mrs Henshall's complaints.
Instead of proceeding to investigate the complaint through its established machinery, it decided to await the
publication of the Griffiths Report, commissioned by the NHS Executive in February 1999. The panel's terms of
reference were “to look into the general framework for both the approval and monitoring of clinical research
projects in North Staffordshire”, that is, to examine the design of trials, including the CNEP trial, as distinct
from clinical issues arising from them. In relation to the CNEP trial, the main conclusion in the Griffiths Report,
which was published on 8th May 2000 (some ten years after the local ethics committee had approved it) was
that its design did not match what would, at the time of publication, be considered best practice. Professor
Griffiths also made it clear in the Report that the panel had not sought to determine the truth of allegations of
poor practice, or to apportion blame if practice could have been better, or to determine whether any actions
taken al the end of the trial were wrong.

12. The main findings and recommendations of the Griffiths Report included the following:

(a) research governance, including practice and policies in individual trials, as well as in the North
Staffordshire Trust generally, in the relevant period did not match what would, in 2000, be
considered best practice;

(b) although the use of CNEP had been in routine use in the North Staffordshire Trust as a technique
for respiratory support for children with bronchiolitis, the panel had not been able to identify a
substantial evidential base to support it.

(c) some parents had alleged serious side effects from CNEP and, in two cases, the panel had heard
claims that children had suffered serious brain damage or had died. The Trust, after examination of
those claims, believed that the children had some signs of brain damage before undergoing the
treatment.

(d) It was impossible for the panel to tell after such passage of time whether CNEP was the cause or
made it worse, but it recommended that there should be “a substantial audit” of the Hospital “to see
if claims of significant benefit or damage ... [could] be substantiated”.

13. Although Mrs Henshall placed much reliance on the Griffiths Report in her application before Pitchford 1, it
had only been indirectly before the PPC as the subject of considerable criticism in the Hey & Chalmers Article
published in the BM] in September 2000, a well documented and peer reviewed analysis. The Article
contained a review of the Griffiths Report with the benefit of contemporaneous material that had not been




>dore the Griffiths Panel and also information provided by the three doctors, in particular Professor Southail
is written response to the Griffiths Report. The first paragraph of the summary at the front of the Article
1%es the flavour of its authors' conclusions over-all:

“We believe that almost every statement made about the design, conduct and reporting of the
neonatal ... [CNEP] trial in the Griffiths report was ill-informed, misguided or factually wrong.”

14. In addition to a detailed criticism of the conclusions in the Griffiths Report, in particular as to the fack of
foundation for many of them, and a reminder of the Griffiths panel's disclaimer of having sought to determine
whether allegations of poor practice were true, Hey and Chalmers expressed the following view about the

CNEP trial:

% one can still form a view as to whether the research in question was properly conducted. The
[Griffiths] panel seem to have concluded that it was not. We do not agree,

»  the conduct of the CNEP trial was exemplary. It was certainly up to the standard of most
neonatal trials that were recruiting patients in Britain in the early 1990s;"”

and

»  we found clear documentary evidence that the staff in Stoke went to unusual lengths to ensure
that families were as informed as possible about the nature of the care on offer, both before and
after entry to the study. The role of the nursing staff in this regard was particularly praiseworthy.”

15. In a letter written by Dr Hey to Mr and Mrs Henshall of 26th September 2000, in response to a letter from
them about the Hey & Chalmers Article, he wrote:

... We think you have missed the point of our article. This was not to say whether the CNEP trial was
well conducted, but whether the Griffiths Inquiry was well conducted. Had it been, the report of the
Inquiry would not contain the factual errors is does contain. ...

We have not concluded that there were no irregularities in the way the CNEP study was undertaken.
We could not possibly reach such a conclusion without even knowing what criticisms some families
raised with the panel, or examining relevant papers to which we have not had access. We have seen
documents that you have not seen, you have seen documents that we have not seen. What remains
extraordinary is that the Griffiths panel apparently never sought, let alone examined, much of the
relevant contemporaneous documentation.”

16. In the same edition of the BMJ as that in which the Hey & Chalmers Article was published, there appeared
a reply by Professor Griffiths, which, also was not directly before the PPC. In it, he wrote that the most
important conclusion in his panel's report was of the need for a new research governance framework. He also
referred to having received submissions from several expert witnesses of eminence that the North
Staffordshire CNEP was probably no different from that in many other trusts at the time, namely in the early
1990s. He added that any criticism, real or imagined, in the Griffiths Report had nothing to do with the
instigation of Mrs Henshall's complaints to the GMC, which had preceded the publication of the Report.

17. The Hospital then commissioned a confidential review by Professor Sir David Hull, assisted by a small
team, to “inform its employment procedures”. In effect this exercise became an enquiry into twelve research
programmes conducted by Professor Southall, including the CNEP trial, during his time at the North
Staffordshire Trust, to determine whether any disciplinary action should be taken against him. Among the
material at which Professor Hull looked, was a North Staffordshire consent audit and a Midland Health
Consuitancy Network Report, both of which were favourable to Professor Southall and, indirectly, to Drs
Samuel and Spencer. In December 2000 Professor Hult produced a report ("the Hull Report”), which, while
expressing some concerns, was generally supportive of Professor Southall's and his colleagues’ work. As a
result, Professor Southall, who had been suspended as a resuit of Mr and Mrs Henshall’s complaints to the
GMC, was reinstated. (Given the confidentiality that the Hospital attributed to the Hull Report, Mrs Henshall
did not see it until it was disclosed in these judicial review proceedings.)

18. Meanwhile, the GMC had yet to consider Mr and Mrs Henshall's complaints.

19. As I have said, under the 1983 Act and the 1988 Rules then governing the GMC's disciplinary procedures,




re was a three tier system, an initial check largely as to formalities by a “screener”, a second somewhat
re rigorous check by the PPC as to whether they ought to refer a complaint for inquiry and determination
>§ the PCC, and finally, if the PPC referred the matter to the PCC, the PCC'’s determination whether the
somplaint of serious professional misconduct was established.

-

20. In this case, the screener decided initially not to refer Mr and Mrs Henshall's complaints to the PPC.
Following a threat by Mrs Henshall of a claim for judicial review arising out of his failure to take account of a
large quantity of documentation that she and her husband had provided to the GMC, he decided in September
2002 to reconsider the complaints, In the course of his reconsideration he invited and received further written
responses from the three doctors. In January 2004 he referred the complaints to the PPC.

21. Ali three doctors responded to the complaints, Drs Samuels and Spencer had first responded to the
complaints in May 2001. Professor Southall had responded by letters from his solicitors in January and June
2002. But, unlike Drs Samuels and Spencer, he had done so, on condition that his responses would not be
disclosed to Mr and Mrs Henshall. He provided a further response in February 2004 on the same condition. His
reason, as set out in his solicitors' letters, was that he believed that Mr and Mrs Henshall would use the
content of his responses to further a long-standing campaign against him by an action group, some of whom
were associated with the Henshalls, opposed to his involvement in child protection work. He was specifically
concerned that, in breach of an injunction, Mr and Mrs Henshall had sent to the GMC papers that had been
stolen from his office. He maintained his refusal of consent to disclosure despite their offer to undertake not to
use any information derived from his responses save for the purpose of their complaints to the GMC; he
maintained that, because of their behaviour, he had no confidence that they would comply with any such
undertaking. It looks from the way in which the GMC has pleaded its case in paragraph 10(4) of its summary
grounds for resisting the application for permission to claim judicial review (see paragraph 54 below), that
the screener felt bound to comply with his refusal.

22. The PPC considered the complaints and the doctors' responses to them and representations made on their
behalf, the Hey & Chalmers Article, the Huli Report, and many other documents - over 3,600 pages in all, The
PPC also refused disclosure to Mr and Mrs Henshall of Professor Southall's responses because of his refusal of
consent to their disclosure. Having considered all that material, the PPC concluded that none of the complaints
should be put before the PCC. The PPC's view in all three cases was that there was “no real prospect” of their
proving the factual basis of their complaints and that even where there might have been, there was “no real
prospect” of them proving that any of it amounted to “serious professional misconduct”.

23. Mrs Henshall then applied for permission to claim judicial review in respect of the PPC's decision not to
refer her and her husband's complaints against all three doctors to the PCC. She relied upon three main
grounds, which I set out in a different order from that given to them in argument at the hearing and by the
Judge in his judgment:

i) that the PPC, in their “filtering” role to determine whether to refer the complaints to the PCC, had
acted irrationally or otherwise unlawfully in adopting too rigorous a test in considering whether her
allegations of serious professional misconduct had “a real prospect of success”, when they should
have considered whether there was “a real as opposed to fanciful prospect of success”;

ii) that the PPC's conduct of their filtering role was unfair to her and her husband in not disclosing to
them Professor Southall’s response to their complaints; and

iii) that the PPC had uncritically accepted the views in the Hey and Chalmers Article in support of the
CNEP trial and without considering or considering adequately the Griffiths Report.

24. As I have said, Pitchford ] refused Mrs Henshall's application. He did so because he was of the view that:
i) the PPC, in considering whether the complaints had a “real prospect of success”, applied the correct test; )
the statutory scheme did not require disclosure of Professor Southall's responses at the PPC stage and that
they had properly exercised their discretion not to disclose them in the light of his refusal of consent to such
disclosure; and iii) the PPC were entitled to have regard to the criticisms in the Hey and Chalmers Article of
the Griffiths Report as part of the material tending to undermine the complaints.

The statutory scheme

25. Before I consider each of the three issues, the Judge's rulings on them and the challenges to those
rulings, I should say a little more about the statutory scheme then provided by the 1983 Act for the GMC's
investigation and consideration of complaints of serious professional misconduct.! By section 1(3) of the Act,
the GMC was required to have a number of committees, including the PPC and the PCC and a Health




‘dhmittee. By section 36 of the Act, the PCC could cause a medical practitioner’'s name to be removed from

register if found guilty of a criminal offence or guiity of serious professional misconduct. But, by section 42
fkhe Act, all complaints had first to be referred to the PPC for their decision whether such matter “ought to
ye referred for inquiry” by the PCC or the Health Committee.

6. By section 43 and paragraph 5 of schedule 4 to the 1983 Act, the GMC could make rules for the PPC as to
10W they were to discharge their function. At the material time, as I have said, the operative rules were the
L988 Rules, and they provided for a three tier system for consideration and determination of complaints. The
irst, the screener, was bound to refer the matter to the PPC after satisfaction of certain formalities unless it
appeared to him “that the matter need not proceed further”. Then there was the PPC whose role was to
:onsider whether to refer the matter to the PCC, and to do so where it "appear[ed] to raise a question
~vhether the practitioner ha[d] committed serious professional misconduct” or, as the courts, taking their lead
‘rom Lightman J's judgment in R v GMC, ex p Toth {2000] 1 WLR 2209, at para 14(5) (see paragraph 49
selow), have interpreted that test, whether there was a "real prospect” of establishing such misconduct. And,
inally there was the PCC whose role was to determine whether such conduct was established.

27. The initial consideration of cases by a “screener”, for which Rule 6 provided, was clearly of a fairly basic or
‘narrow” kind, as Lightman J described it in Toth, at para 14(4), in which the issue was the extent of the
screener’s role. But, as was apparent from the requirement in Rule 6(3) to inform the practitioner of matters
in the complaint “which appear[ed] to him to raise a question whether the practitioner ha[d] committed
serious professional misconduct”, he was expected to give at least some cursory consideration to that
question. How far the screener had to go to be satisfied that the complaint “appear{ed] to raise” such a
question may have some bearing on the PPC's determination of the same question, which was presumably
intended to be more rigorous. This is how Lightman J attempted to contrast the two roles in 7oth, at para 14

(4):

“The role of the screener is a narrow one, It is to filter out from formally correct complaints, not
those which in his view ought not to proceed further, but those which he is satisfied {for some
sufficient and substantial reason) need not proceed further. For this purpose he must be satisfied of
a negative, namely that the normal course of the complaint proceeding to the PPC need not be
followed. ... The absence of 'need’, of which the screener must be satisfied before he can halt the
normal course of the complaint to the PCC, connotes the absence of any practical reason for the
complaint so proceeding and that for the compiaint to proceed to the PCC would serve no useful
purpose. There may be no need because there is nothing which amounts to a complaint; because the
formal verification is lacking; because the matters complained of (even if established) cannot amount
to serious professional misconduct; because the complainant withdraws the complaint; or because
the practitioner has already ceased to be registered. Wider questions, as to the prospects of success
of the complaint, as to whether the complainant is acting oppressively or as to the justice of the
investigation proceeding turther do not lie within the screener’s remit. So far as they may go Lo the
issue whether complaint ought to proceed, they fall within the remit of the PPC. It is not for the
screener to arrogate to himself the role of the PPC and decide whether the complaint ought to
proceed further, still less to arrogate to himself the role of the PPC and weigh up conflicting evidence
or judge the prospects of success. He must respect the role assigned by the Rules to the PPC (for
which the PPC is armed with investigative powers) and recognise that his duty is only to act as
preliminary filter before the more substantive role as filter is exercised by the PPC.” (my italics)

28. The more substantial “filtering” role of the PPC was governed by Section 42(2) of the 1983 Act, which
required them to consider any case referred to them by the screener and to determine whether it “ought to be
referred” to the PCC for an inquiry. Given the judicial gloss placed by Lightman J in Toth on the test indicated
by Rule 11(2) of the 1983 Rules for making that decision, I should set out the material part of the Rule:

"When referring a case to the Professional Conduct Committee the Preliminary Proceedings
Committee shall indicate the convictions, or the matters which in their opinion appear to raise a
question whether the practitioner has committed serious professional misconduct ...” [my italics]

29. As I have indicated, Lightman J's gloss in Toth, which was in paragraph 14(5) of his judgment, was that
the PPC's task was to determine whether there was a “real prospect” of the complaint being established
before the PCC.

30. In the light of that judgment, the GMC provided guidance to PCC members in the form of an aide
memoire prepared for them by counsel (“the Aide Memoire”). It was expressly approved by Burton J in Woods
v GMC [2002] EWHC 1484 Admin, at para 14(ii}, and included the following:




“1. In conduct cases the PPC's task is to decide whether, in its opinion, there is a real prospect of
serious professional misconduct being established before the PCC. Serious professional misconduct
may be considered in the context of conduct so grave as potentially to call into question a
practitioner's registration whether indefinitely, temporarily or conditionally.

2. The “real prospect” test applies to both the factual allegations and the question whether, if
established, the facts would amount to serious professional misconduct. It reflects not a probability
but rather a genuine (not remote or fanciful) possibility. It is in no-one's interest for cases to be
referred to the PCC when they are bound to fail, and the PPC may properly decfine to refer such
cases. On the other hand, cases which raise a genuine issue of serious professional misconduct are
for the PPC to decide.

3. ... in performing its task the PPC:

(1) should bear in mind that the standard of proof before the PCC will be the criminal standard
(beyond reasonable doubt);

(2) is entitled to assess the weight of the evidence;
(3) should not, however, normally seek to resolve substantial conflicts of evidence;

(4) should proceed with caution (given that, among other considerations, it is working from
documents alone and does not generally have the benefit of [a] complainant’s response to any reply
to the complaint submitted on behalf of the practitioner);

(5) should proceed with particular caution in reaching a decision to halt a complaint when the
decision may be perceived as inconsistent with a decision made by another public body with medical
personnel or input (for example, an NHS body, a Coroner or an Ombudsman) in relation to the same
or substantially the same facts and if it does reach such a decision, should give reasons for any
apparent inconsistency;

(6) should be slower to halt a complaint against a practitioner who continues to practise than against
one who does not;

(7) if in doubt, should consider invoking Rule 13 of the Procedure Rules and in any event should lean
in favour of allowing the complaint to proceed to the PCC; and

(8) should bear in mind that, whilst there is a public interest in medical practitioners not being
harassed by unfounded complaints, there is also a public interest in the ventitation before the PCC in
public of complaints which do have a real prospect of establishing serious professional rmisconduct.”

31. Lightman J's and the GMC's test of a “real prospect” of establishment of a complaint has been approved
and applied in a series of recent High Court judgments, namely: R (Richards) v GMC [2001] Lloyds Med Rep
47, per Sullivan J at para 58, subject to two qualifications not affecting the fundamental nature of the tests
(see paragraph 49 below); R v GMC, ex p McNicholas [2001] EWHC 279 Admin, per Sullivan J at para 12;
and, as I have noted, R (Woods) v GMC, per Burton J at para 14(ii). It was also seemingly approved by
Jonathan Parker L], with whom Laws and Keene LJJ agreed, in R (Holmes) v GMC [2002] All ER (D) 412, CA,
at para 74.

32. Where the PPC decide not to refer a complaint to the PCC, Rule 11(5) required them to inform the
complainant and the practitioner of their decision “in such terms as the Committee direct[ed]". Rule 13(1)
empowered the PPC, before making their decision, to cause further investigations to be made and/or to seek
leqgal advice and assistance. Rule 13(2) enabled them where, inter alia, they considered that further
investigations were desirable, provisionally to refer the matter to the PCC. And Rule 16 provided, as Rule 10
(4)(a) provided for the screening stage, that where the PPC decided not to refer a complaint to the PCC the
complainant should not have a right of access to documents submitted to the GMC.

33. It is only at the PCC stage that the matter assumed the character of the traditiona!l forensic process, with
sequential mutual disclosure of documents, a public hearing which began by the reading and putting of the
“charges” to the accused, a hearing in which the GMC and the accused doctors could be represented by
lawyers, where evidence was prepared and given in traditional form, orally and/or in writing, and where the




widence of witnesses on each side could be tested in cross-examination.

‘ssye 1 -The PPC's “Filtering” Role
t

14. As I have indicated, Pitchford J rejected the submission of Mr lan Wise on Mrs Henshall's behalf that the
PC had acted irrationally or otherwise unlawfully in deciding not to refer the matter to the PCC, That
;ubmission had two parts to it. The first was that the PPC's threshold for referral, namely “a real prospect of
uccess” was too high and that, in applying that test, they should have added to it so that it read “a realistic
yrospect as opposed to a fanciful prospect of success”. The second was that, whatever the precise formulation
»f the test, the PPC had usurped the role of the PCC by resolving issues of fact.

15. It is instructive to consider the PPC's decision letter-of 12th March 2004 to see how they approached their
‘ask and whether there is any life in the same complaint that Mr Philip Havers QC makes on Mrs Henshall's
sehalf before this Court. I can deal with this relatively briefly, as the Judge, with the same exercise in mind,
1as set out, in paragraphs 43 to 45 of his judgment, extensive passages from their reasoning in the case of

aach practitioner.

36. First, the PPC, not only consistently stated and applied the Toth test of a "real prospect” of establishing
-he complaints against the doctors before the PPC, they also made specific reference to the Aide Memaoire by
w~ay of preface to their individual treatment of the complaints against each doctor.

37. Secondly, in the case of all three doctors, the PPC reached their decision after setting out the complaints
and the issues on them raised in their responses, the Hey & Chalmers Article and Professor Griffiths' response
to it, the Hull Report and the other documentation. The following summary in their decision letter of their
conclusion in relation to the complaints against Professor Southall, though focusing in his case on his
responsibility for design and oversight, is typical of their approach to all three:

“The Committee considered that, as Professor Southall was not involved in any clinical care, any
sustainable allegations must relate to the design of the trial and its overall conduct. The Committee
was of the view that, in the light of the Hull report, the Hey and Chalmers article, and the fact that
the subsequent paper was published in Paediatrics and therefore subject to peer review, the trial had

been properly conducted. ...

The Committee carefully considered all the information before it. It decided that the allegations had
no real prospect of being proved to the required standard. Moreover, the Committee was of the
opinion that where there might be some evidence in support of the allegations, they would not, if
proved, reach the threshold for serious professional misconduct.”

38. The Judge considered that those conclusions were not the product of a misundersianding by the PPC of
their role, but a proper cutcome of a detailed examination of the material before them on which they were
entitled to conclude that there was no real prospect of Mr and Mrs Henshall establishing serious professional
misconduct before the PCC. In reaching that conclusion, he likened the general issue before the PPC to a
prosecution in which the case for the prosecution consisted of Mr and Mrs Henshall's affidavits setting out
their complaints, “purportedly supported” by the Griffiths Report, and:

“The case for the defence, which was to be found in the representations of the doctors ... and in the
Hey and Chalmers article, in Professor Griffiths' reply and in the Hull report ... [and] The North
Staffordshire consent audit and the Midland Health Consultancy Network Report ... referred to ... in
Professor Hull's Report.”

39. The Judge's reaction, at paragraph 69 of his judgment, to Mr Wise's addition to Lightman 1's test of "real
prospect of success”, namely that it should be “a realistic prospect of success as opposed to a fanciful
prospect of success”, was that it seemed to him to be precisely the test described in the Aide Memoire, in
particular the final sentence of paragraph 2 of it (see paragraph 30 above). He said:

.. Paragraph 2 is framed in terms which are, if anything, more favourable to the claimant.
Certainly, by the use of the words 'cases which raise a genuine issue of serious professional
misconduct are for the PCC to decide’, the PPC was given guidance helpful to the complainant about
what would constitute a real as opposed to a fanciful prospect of success.”

Accordingly, he concluded in paragraph 70 of his judgment that Mr Wise had nothing to complain about in this
respect:




“Mr Wise suggests that permission should be granted so as to enable the correct test to be
formulated. I am afraid that I regard the application in this respect as misguided. There is nothing to
examine. The test is clear and, apart from an exercise in semantics, Mr Wise agrees with it. ...”

40. As to the second part of Mr Wise's contention that the PPC acted irrationally or otherwise unlawfully in its
decision not to refer in that it usurped the fact-finding role of the PCC, the Judge identified what he saw as the
PPC's task and distinguished it from that of the PCC. He commented on the nature and volume of the
"evidence” that had been put before the PPC and described its task and how it went about it thus:

"73. The PPC was not to attempt to resolve the questions raised on both sides, but to consider the
materiality and weight of the evidence in particular and in the round. It was then required to pose
the question whether so much of that which had a reasonable prospect of proof would raise a real
prospect that serious professional misconduct had occurred. The judgment of what might in the
context of this case amount to serious professional misconduct was a matter for the expertise of the
Committee.”

“76. It seems to me that the PPC was entitled to point out to the complainants the nature of the
material which tended to undermine the complaints made. It was not necessary, and would have
been inappropriate to engage in a line by line recitation of the complaints, but it was appropriate to
weigh up the complaints on the one hand and the body of evidence which could, should the matter
proceed, be deployed on behalf of the doctors on the other. In reaching their decisions, the PPC of
course had to distinguish between those facts which were incontrovertible and those which were
controversial, and therefore the subject for the deployment of conflicting evidence. As to conflicting
evidence, the PPC were required to consider not the result of the conflict, but the realistic prospects
for the result of conflict.”

"77. Finally, the PPC had to consider whether that which appeared incontrovertible and that which
realistically remained in issue gave rise to a real prospect of a finding of serious professional
misconduct. That is the process in which it seems to me the PPC not only said it was engaged, but
was in fact engaged, when it expressed itself in its decision letter of 12th March 2004. ..."

Submissions

41. Mr Havers, on behalf of Mrs Henshall, returned to the first part of Mr Wise's submission on this issue to
the Judge, that the PPC, in failing to consider the obverse of a real prospect of success, namely a fanciful
prospect of success, had adopted the wrong or an incomplete test. He acknowledged that the PPC, in their
decision letter, had expressly prefaced their treatment of the complaints against each doctor with a reference
to the Aide Memoire, which juxtaposed to and contrasted with the “reai prospect” test the expression “not {aj
a remote or fanciful” possibility. But, he complained, they should have spelt out the exact terms of that
expression when dealing with each doctor. He suggested that the Judge was wrong to dismiss it as a semantic
point in the circumstances, because the PPC, whilst referring in their decision letter to the “real prospect” test,
did not indicate their understanding that a complaint, to have a “real prospect of success”, merely has to be
not “fanciful”. He argued that a “real not fanciful prospect” test is a significantly lower than the ungualified
“real prospect” of success test applied by the PPC.

42. Mr Havers prayed in aid in support of his submission, as Mr Wise had done before the Judge, the criticism
of Dame Janet Smith in her Report on the Shipman Inquiry, of the general approach of the PPC as too focused
on the interests of doctors in contrast with the interests of patients. He suggested that the PPC’s failure in this
case expressly to balance the "real prospect” test against a fanciful prospect of success showed that they
were, on the material before them, too focused on the interests of the doctors in this case, leading them to
adopt the wrong test for referral to the PCC.

43. Faced with the responses of counsel for the GMC and the doctors that the Judge had rightly dismissed this
appraach as semantic, Mr Havers turned to what he submitted was a lower test than Lightman J's gloss of "a
real prospect of success” to the threshold for referral as set out in Rule 11(2), namely whether the material
before the PPC “appear[ed] to raise a question” of serious professional misconduct.

44. Mr Shaw and Mr Kennedy submitted that the PPC and the Judge, in applying the “real prospect” success
test, applied the correct test, namely that as precisely identified by Lightman J in ex p Toth and foliowed and
approved in the authorities to which I have referred briefly in paragraph 31 above. To contrast that with a
fanciful prospect of success, they submitted, neither added anything to the test nor was necessary as a
matter of emphasis.




- 5. Miss Mary O'Rourke, on behalf of Drs Spencer and Samuels, on the other hand, urged the Court to
lisregard Lightman J's gloss on the statutory scheme and its adoption and elaboration by the PPC in the Aide
lemoire, since neither bound this Court. She characterised the seeming acceptance of it by Jonathan Parker
Jin Holmes, at para 74, as only a passing reference. She submitted that the PPC should have adopted the
est for prosecutors in paragraph 5.1 of the Code for Crown Prosecutors, namely whether there was “a
ealistic prospect of conviction”, taking account of criminal rules of evidence and the criminal burden and
tandard of proof, that is whether the PCC was more likely than not to find that serious professional
nisconduct had been established. However, she concluded that whether the test was expressed as a matter
if possibility, as suggested by the formula in Rule 11(2), or as a balance of probability, to which the Toth test
nclines, is immaterial in the circumstances of this case because the PPC rightly found that the complaints

each neither threshold.

-onclusion

16. I am not sure whether there is very much between the various formulations of the test for the PPC that
1ave been discussed in this appeal. First, and most obviously, I agree with the Judge that, other than as a
natter of emphasis, the words "not a fanciful prospect” of success add nothing to Lightman J's gloss of “a real
rospect” of success on the statutory test. As Mr Shaw observed, by reference to an observation of Lord Woolf
MR (as he then was) in Swain v Hillman [2001] 1 All £ R, 91, CA, at 92j, it is self-evident, even if not spelt
>ut, that a fanciful prospect of establishing a case is not a real prospect of doing so.

47. Secondly, although the test as stated in Rule 11(2), whether the complaint “appear[ed] to raise a
juestion” could be said to be lower threshold than “a real prospect of success” and more of a piece with the
2PC’s characterisation of it in paragraph 2 of the Aide Memoire as a “genuine ... possibility” rather than a
orobability, I doubt if there was much between the Rule 11(2) formulation and Lightman J's gloss on it as a
matter of practical application. It is true, as Sedley LJ observed in argument with reference to Rule 11(2), that
the PPC could only refer a matter to the PCC if “in their opinion it appear[ed] to raise a question whether the
practitioner ha[d] committed serious professional misconduct”, but that it was not for the PPC to answer that
question. But to my mind, for the PPC to conclude that a complaint had a real prospect of success, as distinct
from a probability or a real probability of success, was just another way of saying that it appeared to them to
raise a question that ought to be referred to the PCC for determination. Similarly, I do not consider that the
test, “a realistic prospect of conviction” in the Code for Crown Prosecutors, as espoused by Miss O'Rourke is a
materially different test, taking into account, the criminal standard of proof for the realisation of such prospect
before the PCC and the need to proceed with caution as paragraphs 2 and 3(4) of the PPC Aide Memoire
advised. It is interesting in this context to note how Jonathan Parker LJ in his seeming acceptance in Holmes,
at para 74, of the “real prospect of success” test in Toth and Richards, equated it with “an arguable case” of

serious professional misconduct.

48. It is clear from the PPC’s decision letter that, in the case of each of the three doctors, they applied the
“real prospect” of success test. And, for what it was worth, they did so, having in mind the contrast drawn in
paragraph 2 of their Aide Memoire of a remote or fanciful prospect, and they did so both as to the
establishment of any relevant facts in support of each complaint and to the question whether such facts, if
established, could amount to serious professional misconduct. Accordingly, in my view, the Judge correctly
held that the PPC had applied the correct test and that, even on Mrs Henshall's case before him as to its
meaning, she had nothing to complain about. As to the general criticism made by Dame Janet and the
possible need for reformulation of the test for referral by the PPC, the Judge rightly observed that whether or
not there was a need for such reformulation, it was not his task; he was there to apply the law as it was, not

as it might become.

49. As to the more focused way in which Mr Havers put it to this Court, perhaps a re-framing of a further
submission that Mr Wise made to the Judge, namely that the PPC usurped the role of the PCC by resolving
issues of fact, it is necessary to keep in mind the different functions and procedures of the PPC and PCC.
Whiist the former was to act as a “filter” for the latter before referring to it complaints of serious professional
misconduct, and the latter was to decide on evidence put befare it whether such complaints were established,
the filtering was clearly intended to take a more rigorous form than that conducted by the screener, though
not so rigorous as the determinative and forensic role of the PCC. In particular, it was not adjudicative in the
sense of considering oral and written evidence and its adequacy, presented in the event of referral for the first
time to the PCC and tested in its inquiry by a forensic process and after full mutual disclosure. The latter was
the sole function of the PCC as Lightman J's comparative analysis in Toth, at para 14(5) and paragraphs 3 (1),
(2) and (3) of the Aide Memoire make plain, the former reading: .

"... The PPC's role is to decide whether the complaint ought to proceed. This language must be read
- in the context of a scheme under which the complainant has no right to the practitioner's comments




on the complaint or other material put before the PPC, and a scheme in which the central feature is
the investigation of complaints by the PCC before whom alone there is full disclosure of documents
and evidence and a form of hearing where the complainant (and public) can see, and be reassured

' by seeing, the proper examination of the merits of the complaint. The PPC may examine whether the
complaint has any real prospect of being established, and may themselves conduct an investigation
into its prospects, and may refuse to refer if satisfied that the real prospect is not present, but they
must do 50 with the utmost caution bearing in mind the one-sided nature of their procedures under
the Rules, which provide that that, whilst the practitioner is afforded access to the complaint and
able to respond to it, the complainant has no right of access to or to make an informed reply fo that
response, and the limited material likely to be available before the PPC compared to that available
before the PCC. It is not their role to resolve conflicts of evidence. ... the PPC must bear in mind their
limited (filtering) role and must balance regard for the interests of the practitioner against the
interests of the complainant and the public and bear in mind the need for the reassurance of the
camplainant and the public that complaints are fully and properly investigated and that there is no
cover-up. In the case of the PPC ... any doubt should be resolved in favour of the investigation

proceeding.” (my emphasis)

50. However, although the respective roles of the PPC and PCC may be contrasted in the manner indicated,
there remains a question of how light a touch the PPC should exercise in determining whether to refer a
complaint to the PCC. The Judge clearly had this problem much in mind in paragraphs 73, 76 and 77 of his
judgment (see paragraph 40 above), as did Sullivan J in Richards, at paragraph 58, where he endorsed
Lightman 1's analysis, subject to two matters of what he described as “emphasis”. The first was to question
the need for utmost caution in every case before deciding not to refer, particularly given the Rule 11(2) test
whether the matters “appear to raise a question” whether the practitioner has committed serious professional
misconduct, and in circumstances where the complaint stems from a finding of another medical body. The
second was as to Lightman J's general proposition that it was not the PPC's role “to resolve conflicts of
evidence”, which Sullivan J qualified:

“1 would prefer to say that it should not normally seek to resolve substantial conflicts of evidence. To
do so would be to go beyond its screening role and to usurp the function of the PCC. Although section
42 of the Act appears to confer a very broad discretion upon the PPC, its proper role is as described
by Lightman }. ...” (my italics)

51. It is plain that it was not the job of the PPC to conduct an inquiry in the full or evidential sense. Its role
was not to consider “evidence”; that was for the PCC's consideration if the matter reached it, evidence that .
could be forensically tested and with the benefit of mutual disclosure. The PPC's role was to consider whether
material put before it on paper raised a question as to serious professional misconduct that “ought to be” the
subject fur evidential presentaticn to an inquiry by the PCC. If there wase to be 2 gloss on the statutory test, it
seems to me that the expression “"whether there is cogent indication of a question to be answered” comes
closer, as a matter of contextual interpretation and of public policy, to identifying the PPC's role than that of a
“real prospect of success”. It cannot have been sufficient simply to raise a question for this purpose for there
to be some conflict or indication of conflict in the respective accounts put before the PCC, regardiess of the
materiality of the conflict or of the relative cogency and weight of the material on one side and the absence or
paucity of it on the other. Following Sullivan J's train of thought in his second qualification to Lightman J's
formulation of the PCC's role, if there was no material and cogent information before the PPC to set against
overwhelming information in favaur of the doctors' responses to Mr and Mrs Henshall's complaints, it was
plainly open to them, if they were to act as an effective filter, to make a value-judgment to that effect and
decide, on that account, not to refer,

52. Whatever shade of the test was appropriate, I agree with Miss O'Rourke's submission, and with the
Judge's reasoning that the material before the PPC fell short of the threshold for reference to the PCC. On the
one side, apart from the Henshalls’ representations, the only expert material of substance was the Griffiths
Report which was concerned with how such trials should be devised and conducted some ten years after the
events in question. On the other, there were the peer-reviewed and far better documented Hey & Chalmers
Article highly critical of the Griffiths Report so far as it went, Professor Griffiths' own response to the Article,
disclaiming any criticism of the doctors' design and conduct of the trial according to the standards at the time
when it was undertaken, and the Hull Report, including its references to two other investigations, all generally
supportive of the doctors' conduct of the trial. In the circumstances, it was plainly, and as a matter of
common-sense, open to the PPC to identify and give effect to the significant disparity in relevance, cogency or
weight of the material relied upon respectively by Mr and Mrs Henshall in support of their complaints and that
relied upon by the doctors. This was how the Judge saw it, correctly so, in my view, in paragraphs 72, 74 and
75 of his judgment:




*72. ... the case for the prosecution, as it were, was comprised in Mr and Mrs Henshall's affidavits
and documents, purportedly supported, including the Griffiths report. The case for the defence was to
be found in the representations of the doctors who made them and in the Hey and Chalmers article,
in Professor Griffiths' reply and in the Hull report. The North Staffordshire consent audit and the
Midland Health Consultancy Network Report were referred to, particularly in Professor Hull's Report.

74. ... One of the reasons why I have referred to the evidence in more detail than otherwise 1 would,
is to demonstrate its significance to the deliberations performed by the Committee. Professor
Griffiths made it clear that the purpose of his inquiry was not to make a judgment upon the
professional competence and behaviour of the doctors by the standards of the time, but '... to look
into general framework for both the approval and monitoring of clinical research projects in North
Staffordshire'. He revealed, as I have read from his response to Hey and Chalmers that he had
received submissions from several expert witnesses of eminence that the trial conducted by the
doctors was probably no different from that in many other trusts at the time. He was looking to the
guestion whether, in the light of experience, a national framework was required.

75. 1t was abundantly clear that, in any event, for one reason or another, Professor Griffiths had not been
srovided with all the material required to make an informed judgment about the CNEP trial in North
staffordshire. The material was described by Hey and Chalmers and listed in the appendices to their article.
srofessor Hull also had the advantage of access to documents not seen by others, which caused him not to
share those others' misgivings, as he put it.”

53. Accordingly, I reject the complaints constituting the first ground of appeal that the PPC applied the wrong
-est in law or misapplied the correct test on the material before them.

[ssue 2 - Disclosure

54. This issue relates only to the complaints against Professor Southall. It is whether the PPC's decision not to
jisclose to Mr and Mrs Henshall his three responses to their complaints breached common law rules of
fairness. The starting point for discussion is ruie 16 of the 1988 Ruies, to the substance of which I have
already referred and which, verbatim, provided:

“Where the Committee have decided not to refer a case for inquiry no complainant, informant or
practitioner shall have any right of access to any documents relating to the case submitted to the
Council by any other person, nor shall the Committee be required by a complainant, informant or
practitioner to state reasons for their decision.”

to a complainant's entitlement to disclosure, the application of the Rule fell only for
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55. The PPC, like the screener, appear to have declined to disclose Professor Southall's responses to Mrs
Henshall because they considered his refusal of consent to be an absolute bar to disclosure, the first of two
alternative arguments relied upon by Mr Shaw on behalf of the GMC before the Judge and this Court. As |
have said, that appears from paragraph 10(4) of the GMC's summary grounds for resisting the application for
permission to claim judicial review:

“(4) The Act and Procedure Rules do not, of course, preclude the voluntary disclosure of doctors’
responses to complainants.

a) But, as Mr Justice Lightman also noted in Toth ... the doctor must consent to such disclosure. It is,
after all, his document/information which would be revealed.

b) In the present case, it was made clear to the GMC {explicitly, firmly and consistently} by Professor
Southall's solicitors that he did not consent to the disciosure of any of his responses to the Claimant
(or any other claimant).

(5) In those circumstances, the GMC was neither required nor entitled to give the disclosure sought
by the Claimant.”

56. Pitchford J rejected Mrs Henshall's challenge to the PPC's decision on this issue on two related grounds,
first, that the statutory scheme, in particular Rule 16, did not require such disclosure and, secondly, because




e considered that the PPC had properly exercised the discretion they had to refuse it. Unlike the PPC, he did
1ot act on Mr Shaw'’s primary argument on the second ground that a doctor’s refusatl of consent, for whatever |
ggson, operated as an absolute bar to disclosure.

i7. As the Judge noted, this aspect of the statutory scheme was considered by Lightman J in his judgment in
‘oth, at paras 15 and 16, in which he held that, though the Rules did not entitle a compiainant to see material
nade available to the screener or to the PPC, they gave them discretion in the matter. Lightman J also
eferred to the adoption by the GMC of a “new practice” from 1st July 2000 under which, in the absence of
exceptional circumstances”, the screener should copy to the complainant the doctor's responses to the
omplaint. That practice expressly recognised as an exceptional circumstance for this purpose, one where
lisclosure could cause substantial harm to the doctor and/or to a third party, for example by the disclosure of
-onfidential medical material. In such a circumstance, the practice expressly acknowledged that the screener
night exercise his discretion to allow it against an undertaking from the compiainant as to confidentiality
ind/or to allow partial or edited disclosure,

38. Lightman J, having considered that development at screener level, concluded, at paragraph 16 of his
udgment:

“Whilst the GMC is not bound to make such disclosure to a complainant of material put before the
screener, it is not precluded by the Rules from doing so and accordingly it is free to do so, at any
rate unless precluded from doing so by a confidentiality obligation owed to the party supplying the
material. The issue raised is whether, as a condition of voluntarily making disclosure to Mr Toth of
confidential medical evidence relating to the health of ...[the respondent doctor], and accordingly of
material which ...[the doctor] has every reasonable ground to wish should remain confidential, the
GMC can insist on Mr Toth providing an undertaking of confidentiality. ... if the GMC voluntarily in ,
accordance with the principles of fairness decides that in principle disclosure should be made, it is
entirely free to impose conditions which likewise accord with the principles of fairness. In my view, in
insisting on respect being afforded by Mr. Toth for the confidentiality of the medical evidence relating
to the ... doctor's healith, the GMC is acting entirely properly. To do otherwise would be calculated to
discourage practitioners from submitting relevant, but confidential, material to the GMC for
consideration by the screener. ..."”

59. We are told that this had always been the practice in respect of sought disclosure against the PPC. It is
illustrated in the following passage from a letter of 19th September 2002 from the GMC in its letter of 15th
September 2002 to the solicitors for Drs Spencer and Samuels:

“... in the interests of fairness to all parties, any comments which you submit concerning material
relevant to ... the Hanshalls' . complaint, should be disclosed to the complainants by the GMC.
This Is in accordance with our procedures, which make provision for both the complainant(s) and the
doctor(s) to be informed of each other's representations, thus enabling both 'sides’ to comment upon
the other's representations. You have so far prevented this process from happening since you have
not provided consent to the disclosure of your submission to complainants. I would ask you to
reconsider this decision and if necessary submit an amended version of the original submission,

which you agree to the GMC disclosing to the complainants.”

60. Pitchford ], at paragraph 57 of his judgment, acknowledged that approach as a permissible exercise of
discretion in the application of rule 16 and adopted Lightman J's analysis for the purpose, saying:

"... The Rules do not contemplate the disclosure of the doctor’s response at the PPC stage. However,
Rule 16 reposes a discretion in the PPC, and the policy to which Lightman J referred states the
circumstances in which that discretion will be exercised to withhoid disclosure.”

61. The Judge then referred to Professor Southall's representations through his solicitor and to affidavits
submitted on his behalf that he had been concerned that any disclosure of such documents might be used to
harass or damage him. The Judge's approach was to consider whether Professor Southall had proper grounds
to fear that such disclosure wouid be used for that purpose, not whether in fact they would be so used, and
whether, even so, to withhold disclosure would be unfair to Mr and Mrs Henshall. In the following paragraphs
of his judgment, he found that Professor Southail had good grounds to fear harm from the sought disclosure,
that to withhold it would not be unfair to them and, notwithstanding the GMC's pleaded case, that the PPC
had achieved that by exercising a discretion in the matter:

"59. The issue is not whether the documents would have been used for such a purpose, and the




claimant was prepared to give an undertaking, but whether Professor Southall and the PPC had
proper grounds to fear that they would be used for that purpose.

60. ... Unfairness in this context means unfairness to the complainant. There may be circumstances
in which the complainant should, notwithstanding, have been given the opportunity to comment
upon, for example, an assertion of fact about which she might not otherwise know. I have in mind,
by way of further example, that, where an assertion of fact is made to which the complainant is the
only one who may be able to provide useful evidence as to the truth or falsity of that factual
assertion, considerations of fairness may demand that she has the opportunity comment upon it.
However nothing is revealed in the decision letter which indicates that such a situation might have
existed here. On the contrary, Professor Southall’'s defence to the criticism made publicly by the
parents in 1997 and since has itself been publicised by the means of the Hey and Chalmers report ...

61. It is clear to me that there is no reasonable prospect that Mrs H[enshall], whose knowledge of
the case is encyclopaedic, has been deprived of a meaningful opportunity to present her complaint
against Professor Southall.

63. ... it is my view that the discretion has been exercised properly and that, in the result, no
unfairness has conceivably resulted. ®

Submissions and Conclusions

62. Mr Havers submitted, as Mr Wise had submitted to the Judge, that, regardless of judicial scope for
discretion, the bar on a complainant’s entitlement to disclosure provided by Rule 16, operated only after a
decision by the PPC not to refer the matter to the PCC, not during the course of its consideration whether or
not to refer. That rule 16 should be read in this way is clear, he submitted, from its wording and because of
its location at the end of the Part, Part 111 of the Rules dealing with the PPC's procedure. On the premise that
the statutory scheme is silent as to a complainant’s right to disclosure before the PPC reached a decision one
way or the other, he had recourse to Lord Denning MR's solution in R v Secretary of State for the Environment
ex parte Norwich City Council [1982] QB 808, at 842G, that the common law should fill the lacuna, and to
Sedley L's articulation in R v Camden LBC ex p Paddock CO/2817/92 at page 16 of the principle adumbrated
a long time before by Lord Loreburn LC in Board of Education v Rice [1911] AC 179, at 182:

* .. that a decision-making body should not see relevant material without giving those affected a
chance to comment on it and, if they wish, to controvert it, is fundamental to the principle of law
(which governs public administration as much as it does adjudication) that to act in good faith and
listen fairly to both sides is 'a duty lying upon everyone who decides anything™ ...

Mr Havers, whilst acknowledging that the requirements of fairness differ according to context, contended that
the nature of the present case was such that fairness demanded disclosure of the responses of Professor

| Southall to Mr and Mrs Henshall's complaints. He submitted that the Judge wrongly distinguished the present
, case from Paddock on the basis that Paddock concerned a final determination, whereas decisions of the PPC
do not.

63. However, as Mr Shaw and Mr Kennedy observed, it follows as a matter of inexorable logic from the
express prohibition in Rule 16 of disclosure where there had been a decision not to refer, that it precluded a
right, as such, to disclosure before such decision. Otherwise, the prohibition would have been nugatory. If any
further justification were required for that interpretation of Rule 16, it was no doubt to be found in the
draftsman's conception of the PPC's role in the statutory scheme as a preliminary and limited form of paper
inquiry in the disciplinary process, in contrast with the forensic procedures of the PCC in which mutual
disclosure could, for the first time, be directed, and “evidence”, both oral and written, presented and tested.
Moreover, the draftsman had provided, through Rule 13(1) a means of enabling the PPC to satisfy the
demands of fairness by way of further investigations and/or seeking legal advice or assistance. In this case,
for instance, they could have exercised that statutory power, if they had considered it necessary or desirabie
to explore any points raised by Professor Southall not cavered in the complaint or with which they considered
the compiainant should have had an opportunity to deal.

64. As to the finality or otherwise of the PPC's decisions, I agree with Mr Havers that, although their decisions
to refer were nat final in that they were preliminary to determinations of the PCC, for Mr and Mrs Henshall the
PPC's decision not to refer was, subject to challenge by way of judicial review, "the end of the road”. It was
a decision that concluded this matter and prevented a full inquiry. Moreover, given the discretionary overlay
to which I have referred, it is via that route - the one already taken by the GMC in the adoption of its “new




ractice” (see paragraph 57 above) - not the misreading of Ruie 16, by which GMC and the courts should
)ave recourse to the common law and Lord Loreburn’s fundamental principle of fairness.

35" Turning to that discretionary alternative, Mr Havers submitted that the PPC had a discretion voiuntarily to
lisclose and, where fairness demanded it, to exercise it even if that necessitated overriding a doctor's refusal .
f consent. Mr Shaw, Mr Kennedy and Miss O'Rourke acknowledged that the Rules did not preclude voluntary
lisclosure by the PPC of a doctor's response to a complaint. But, they maintained, the PPC could only do so if
‘he doctor consented; if he refused, they had no discretion to override his refusal whatever his reason for it.
fhe rationale for such a rule, Mr Kennedy maintained was that, in the context of disciplinary proceedings
1gainst a doctor, the Iatter should be free to put his version of events without fear of attracting further
jenunciation. Alternatively, they argued, relying by analogy upon Lightman J's reasoning in Toth, at para 16,
n relation to material before a screener (see paragraph 58 above), if he refused consent on what they
:onsidered to be reasonable grounds, they had a discretion whether to refuse disclosure in the interests of
airness or to grant it against an undertaking of confidentiality from the complainant upon which he could rely.
Mr Shaw and Mr Kennedy submitted that, here, the PPC refused to disclose on proper grounds, namely that
>rofessor Southall had reasonably refused consent because he had cause to believe that an undertaking of

sonfidentiality would or could be valueless.

36. However, if, as is plain, Rule 16 left room for a discretion in the PPC whether to disclose doctors’
‘esponses to complainants, it could only have been a discretion exercisable in the interests of fairness as
oetween both parties. The fact, for example, that a doctor might have had a good or reasonable explanation
for refusing consent did not on that account alone necessarily make it fair to withhold his response.

67. Accordingly, 1 agree with Mr Havers' submission that there is no legal basis upon which a doctor in a
response to disciplinary proceedings before the GMC had any right to refuse consent to disclosure to the
complainant, on the ground of confidentiality or otherwise, so as effectively to remove from the PPC a
discretion whether or not to make disclosure in the interest of fairness of both parties. If and to the extent
that Lightman J contemplated such a possibility in paragraph 16 of his judgment in Toth, I respectfully
disagree. However, it looks from his discussion of ways around the problem to enable the GMC “voluntarily in
accordance with the principles of fairness [to] decide. In principle that disciosure should be made”, that he did

not regard the doctor as having the final word.

68. Here, the issue was not so much a matter of professional or personal confidentiality, but of concern on the
part of Professor Southall that what he regarded as his sound answers to the complaints might be misused by
Mr and Mrs Henshall or by others for other purposes. Such a concern was relevant to the PPC in determining
whether fairness to both parties demanded disclosure and, if so, on what terms. It is plain that the PPC
exercised their discretion in taking the first step towards finding a fair solution, namely by seeking and
obtaining an offer of an undertaking from Mr and Mrs Henshall not to use any information derived from
Profosser Scuthall's regponses other than for the purpose of the disciplinary proceedings.

69. The question is whether the PPC should have taken and did take the next step along that discretionary
road of considering what fairness demanded in the light of Professor Southall's continued refusal to disclose
because, in the light of his experience of their and others' conduct, he was concerned about their willingness
and/or ability to honour such an undertaking. Whilst the PPC may have considered how far such concern went
to justify his stance and, if so, whether, nevertheless, fairness as between the parties demanded disclosure,
they appear to have been content, according to the GMC’s pleaded case, to have taken a stand simply on
basis of his refusal. For the reason I have given, I do not consider they were entitied to do that. As Sedley L1
observed in the course of counsel's submission, the GMC cannot hide behind a doctor's purported veto on
disclosure of his responses under a general plea of confidentiality or otherwise.

70. In my view, in the circumstances of this case, the PPC would have been entitled to regard as reasonable
Professor Southali's explanation for refusal of disclosure even against an undertaking from Mr and Mrs
Henshall to keep it confidential, and as fair between the respective interests of the parties. But, as [ have
said, the PPC did not refuse disclosure on that basis. Contrary to the Judge’'s inferential findings in paragraphs
59 to 63 of his judgment (see paragraph 61 above), it is evident from the way in which the GMC had pleaded
its justification for resisting disclosure (see paragraph 54 above), that the PPC exercised no discretion at all on
this aspect of the matter; it had simply acted on Professor Southall's refusal.

71. As the Judge observed in paragraph 60 of his judgment, the issue was ultimately one of fairness and,
notwithstanding the reasonableness or otherwise of Professor Southall's stance, there might have been
something in his responses upon which, as a matter of fairness the Henshalls should have been given the
opportunity to comment. But all the signs, as the Judge indicated in his further reasoning in the paragraph,
were against it. There was nothing in the PPC's decision letter turning on the truthfuiness or accuracy or
otherwise of Professor Southall's responses upon which Mr and Mrs Henshall had not already dealt in their
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‘luminous documentation and which was not also supported in important respects by other material before
e PPC and made public in the Hey & Chalmers Article.

'’ In my view, and contrary to Mr Havers' submissions on the matter, I consider that the Judge was entitled
r the circumstances to express the view in paragraph 61 of his judgment that there was no reasonable
yrospect of Mr and Mrs Henshall having been deprived, by lack of access to Professor Southall's responses, of
in adequate opportunity to demonstrate at that stage that they had a reasonable prospect, if there was one,
yf establishing their complaints of serious professional misconduct against him. In short, on the material
sefore the Court, I am of the view that, even if Professor Southall's representaticns had been disclosed to Mr
1nd Mrs Henshall, they would not, in the circumstances of this case have made any difference to a proper
sxercise by the PPC of its discretion, if they had exercised it to the full.

73. Accordingly, 1 would also reject this ground of appeal.

[ssue 3 - Hey & Chalmers Article

74. 1 have effectively dealt with this ground of appeal, in paragraphs 50 - 52 of this judgment, when dealing
w~ith the first and main ground of appeal as to the PPC's test for referral. For the reasons given in those
saragraphs, notably those of the Judge with whose reasoning in paragraphs 72, 74 and 75 of his judgment
set out in paragraph 52, I there agreed, I am firmly of the view that the PPC were entitled to rely on the Hey
g Chalmers Article and considerable supporting material in deciding, in the proper exercise of their referral
‘unction, not to refer Mr and Mrs Henshall's complaints to the PCC. In summary, and contrary to Mr Havers'

submissions:

1) the Griffiths Report was effectively before the PPC and its implications if and insofar as they were
relevant to Mr and Mrs Henshall's complaints must have been considered by the PPC, since it was the
centre-piece of the criticisms in the Hey & Chalmers Article;

2) on the critical issue of the integrity of the design and of the conduct of the CNEP trial according to
the standards of the day when it was conducted, there was no substantial conflict between the
Griffiths Report and the authors of the Hey & Chalmers Article and the other material supporting the
latter, as Professor Griffiths himself acknowledged in his reply to the Article; and

3) the effect of the Hey & Chalmers Article and supporting material, to the extent that it bore on any
aspect of the Griffiths Report that might have been supportive of Mr and Mrs Henshall's complaints,
seriously undermined it; the PPC could not have reasonably failed so to conclude, and, in my view,
were entitled to do so as part of their referral role.

75. Accordingly, 1 would aiso reject this ground of appeal.

76. In consequence, I would dismiss the appeal. 1 add that, given the considerable lapse of time - 13 years -
since the CNEP trial and the considerable body of medical exploration that it has engendered to little or no
identifiable advantage to Mr and Mrs Henshall's complaints and to much unjustified professional disruption
and personal distress of the doctors, I would, in any event, have been inclined to refuse relief in the exercise
of my discretion. In saying that, I have not forgotten the tragedy that Mr and Mrs Henshall have undergone
and from which they continue to suffer. All I say is that, 1 can see no way, certainly by this stage, in which
they could establish a grievance in public law in respect of which the law could help them.

LORD JUSTICE SEDLEY :

77. For the purposes of this judgment I adopt with gratitude the full account of the facts and issues contained
in the judgment of Auld LJ. My conclusions, however, differ from his. In my judgment, while one cannot
necessarily fault the test applied by the PPC, the way in which it applied the test was wrong and the materials
to which it applied the test were so weighted against the complainants by unfair procedure as to vitiate its

decision.

The correct legal test

78. There is only one iegally correct version of the test which the PPC was required to apply in order to decide
whether a matter, in the words of s.42, ought to be referred for inquiry by the PCC. It is the test to be found
in the delphic language of rule 11(2): does the complaint appear to the PPC to raise a question whether the
practitioner has committed serious professional misconduct? The test is seif-evidently designed only to
eliminate complaints which raise no question capable of resulting in a finding of serious professional
misconduct. Such findings must, as Miss O'Rourke submits, be capable of being established beyond
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2asonable doubt if a complaint is to pass the test. But rule 11(2) does not permit the PPC itself to attempt to
nswer any question which is raised by a complaint: that is for the PCC if the complaint otherwise passes

uster.

9. All the formulations which appear in the decided cases are paraphrases of the rule. But, as the
ubmissions in this appeal have shown, every paraphrase brings further problems of meaning in its wake.
ightman J's careful and helpful exegesis in Toth - 'a realistic prospect’ - invites the question whether a
rrospect which is more than fanciful can still be less than realistic. The question cannot be answered from the
tatute or the rules, which contain neither phrase, so that to devise an answer is to travel still further from

he words of the rule.

30. But this is not to say that the aide-memoire (see paragraph 30 above) was legally wrong or misleading.
‘he want of a clear test in either the Act or the Rules made explanations of this kind inevitable. In many
:ases, perhaps most, it will have made little or no difference which formula was used. If the present case
urned upon it, it would be necessary to make a close analysis of the PPC’s decision in order to decide whether
t had impermissibly raised the threshold. But, for reasons to which I now turn, the dominant problem with its
lecision is not the relatively nice one of the standard to which the PPC evaluated the material before it. It is
‘he much larger one of the material which was included in and excluded from its consideration, and of how far

t went in reaching its decision,
The withholding of Professor Southall's response

31. Rule 16 (see paragraph 54 above) was a most peculiar rule. On its face it provided only for the non-
lisclosure of materials by the PPC following a decision to make no referral. Whatever its purpose (and none is
-eadily apparent), one of its principal effects was to ensure that the author of a complaint which had been
rejected without due process had no way of finding this out unless it appeared on the face of the decision
letter. A second effect, germane to this case, was that the rule was ineffective unless the PPC also adopted a
policy of non-disclosure prior to its decision on referral. Whoever drafted the rule appears to have been
unaware that the common law has always refused to countenance any such policy unless it is unequivocally
mandated by Parliament. Yet the overriding of this tenet of the common law was the necessary basis of Mr
Shaw's submission that rule 16 by necessary implication forbade disclosure in the absence of consent.

82. Of course not every document which came to the PPC required disclosure. If that had been the case,
every complaint would have risked becoming an endless war of words. But it was in my judgment completely
unacceptable to derive by implication from rule 16 a general inhibition which, by enabling a practitioner to put
in potentially contentious material in response and to deny sight of it to the complainant, was capable of
stifling the individual's right to bring a tenable complaint to the attention of the Professional Conduct
Committee of the GMC. Suppose, for example, that the practitioner were to respond to a complaint by making
damaging persona! assertions about the complainant which could be refuted but which the practitioner
refused to allow to be disclosed. It could make the difference between referral and non-referral of a well-

founded complaint.

83. Somehow, therefore, the PPC had to operate rule 16 fairly. In my view the only way to do so was to
recognise that there were two competing imperatives: the fact that rule 16 would become ineffective to the
extent (nat necessarily a large one) that documents were disclosed by the PPC in the course of its work, and
the fact that the PPC could not do its work fairly or therefore lawfully if significant material were able to be put
in by practitioners and kept from the knowledge of complainants. The solution was to consider in each case
what the practitioner had put in; to decide whether in fairness it was something the complainant should be
able to respond to; and, if it was, to tell the practitioner that unless he or she agreed to the disclosure of the

material it would be ignored by the PPC.

84. The speeches in the House of Lords in Roberts v Parole Board [2005] UKHL 45, which were published
shortly after the hearing before us, while not immediately in point, contain reasoning which in my present
view (for we have not considered it necessary to call for argument on it) supports the conclusion set out
above. It is reasoning which might permit non-disclosure of a response which, for instance, placed the
practitioner at risk of violence if it were to be disclosed; but the concerns expressed by Professor Southall
about the Henshalls {(who were not members of the action group and whose concerns differed from those of
the group) were not in this league and were capable of being met by undertakings.

85. The PPC erred in law in failing to appreciate - no doubt because it had not been advised - that it should
take the approach I have outlined to Professor Southall’s submission. It has not been submitted to us (it could
not logically be) that what Professor Southall wrote was inapt for disclosure. The natural inference is that it
was material which, but for its supposed obligation of confidentiality, the PPC would or might well have sought
the Henshalls' comments on. It follows either that the Henshalls have been denied the opportunity to
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ispond or that the PPC has taken into account material which it should have ignored.

ye Hey and Chalmers article

5. The PPC accepted and clearly gave considerable weight to the Hey and Chalmers article. In doing so it
red, in my view, in two related ways. First of all, it embarked upon the evaluation of evidence, a task not
anfided to it by law. Secondly, it did so upon manifestly partial material. The two issues are refated because,
the evidence placed before it on a material question were to be substantially all one way, the PPC was
ndoubtedly entitled to rely on it in deciding whether the complaint had raised a question of serious
rofessional misconduct; while if it were not, and if the conflict required resolution before the statutory
uestion could be answered, it was the PCC who had to resolve it.

7. The Griffiths report was neither placed before nor obtained by the PPC. With the greatest respect, I am
nable to agree with Auld LJ's formulation that it was effectively before them. What the PPC had was a
wingeing attack on Griffiths by two authors, both of whom had correctly and candidly declared an interest of
ome significance: that their report had been bespoken (though not paid for) by the doctors' insurance body,
1e Medical Defence Union. All the PPC knew of Griffiths' findings was what Hey and Chalmers said about
aem. The fact that Griffiths, in a measured response, pointed out that his critigue had been limited to a
nding that the design and conduct of the CNEP trial did not meet the standards of the time, ten years on, of f
iis report, did not amount to an acknowledgement of the justice of Hey and Chalmers’ attack on him. And

vhile the authors of the article, in a letter which was sent on by the Henshalls to the PPC, disclaimed any

pinion as to whether the clinical trial (as opposed to the Griffiths inquiry) had been properly conducted, at

sast one of the decision letters shows that the PPC relied on their description of the conduct of the trial as

axemplary’.
18. The tone and content of the Hey and Chalmers article can be gauged from the first point in its summary:

“We believe that almost every statement made about the design, conduct, and reporting of the
neonatal continuous extrathoracic pressure (CNEP) trial in the Griffiths report was ill informed,

misguided or factually wrong.”

rhe Griffiths report, which had been commissioned by the Department of Health, had begun the summary of
ts findings thus:

“4.1.1 The Review Panel was given evidence of individual failures in the way that the research was
carried out but as far as the Review Panel can tell the governance systems were broadly in line with
Department of Health guidance that existed at the time. That guidance, however, left scope for
considerable latitude in the way that individual projects were managed. This in turn left scope for the
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inadequacies that the Review has identified to go undetected and uncorrected.

4.1.2 The Review Panel found that research governance, including practice and policies in individual
trials, as well as in the Trust generally in the period to which the Review relates did not match what
would now be considered best practice. The original complaint made by Mr and Mrs Henshall and
which led to the Review has resulted in valuable improvements being made.”

In their response, published in the British Medica! Journal alongside the Hey and Chalmers article, Professor
Griffiths and his collaborators began by saying that Hey and Chalmers.

“seem to have entirely misunderstood the terms of reference and the main thrust of their report.”

89, This is encugh to indicate why, in respectful disagreement with Auld L3, I do not consider that this court
can say that the medical literature disposed of any possible question of serious professional misconduct. Nor,
however, can I accept Mr Havers' submission that it manifestly required a referral to the PCC. Even to
adjudicate on this submission, given the patent conflict of evidence, would risk substituting the court for the

PPC.
How the PPC dealt with the evidence

90. 1 would also hold, in agreement with Jonathan Parker LJ and for the reasons given by him, that by
embarking on an evaluation of such evidence as it had, the PPC exceeded its powers.

Conclusion




. In my judgment the only fair outcome is that the PPC should be reconstituted in order to do the j
far failed to do. It should make it clear first of all that, unless Professor Scuthall agrees to let the
anshalls see his submissions, if necessary on suitable undertakings, the submissions will be put aside.
«condly it should act on the published literature only if, having considered the Hey and Chalmers article
sngside the Griffiths report, the Hull report and any other relevant material placed before it, it is satisfied

at there is in sum no evidence capable of raising a question within s.11(2). It is not the PPC's task to
'aluate conflicting professional views of issues raised by the complaint. Its final task is to apply, with
hatever exegetic help it finds useful, the test set by rule 11(2): does the material advanced for and against
e complaint raise a question whether one or more of these practitioners has committed serious professional

isconduct?

2. 1 would accordingly allow this appeal and, with the co-operation of the parties, make such order as wilj
‘oduce the outcome I have indicated.

JRD JUSTICE JONATHAN PARKER:

3. I too am grateful to Auld LJ for his account of the facts and for his exposition of the legal background to
e appeal. However, like Sedley L], I have the misfortune to disagree with his conclusions. 1 agree with
ediey L] that the appeal should be allowed, and the matter remitted to a reconstituted PPC for

sconsideration.

he correct test

4. I agree with the judge, and with my Lords, that the PPC in the instant case identified the correct legal test
s laid down in Rule 11(2) of the 1983 Rules, and as explained by Lightman J in Toth and by the GMC's Aide-
femoire dated 31 January 2001. As the judge observed in paragraph 70 of his judgment, the differing
srmulations of the test advanced (before him) by Mr Ian Wise and (before us) by Mr Philip Havers QC amount

0 no more than an exercise in semantics.

)S. However, 1 consider that, having identified the correct test, the PPC failed properly to apply it to the
naterial before it.

36. Under the heading ‘Professor Southall’, the decision letter dated 12 March 2004 records the following (in
he passage quoted by the judge in paragraph 43 of his judgment):

"The Committee was of the view that, in the light of the Hull report, the Hey and Chaimers article,
and the fact that the subsequent paper was published in Paediatrics and therefore subject to peer
review, the trial had been properly conducted. ... The Committee ... considered that the information
leaflet and consent procedures were adequate when judged by the standards in place at the time. In
addition, the Committee considered that the participating staff had been satisfactorily trained and
that Professor Southall could not be held responsible for the erronecus inclusion of Sofie in the

trial.” (My italics)

97. In my judgment, in making those findings the PPC went beyond the limits of its function as laid down in
Rule 11(2). It is one thing to evaluate the available evidential material in order to determine whether in its
opinion such material appears to raise a question whether the practitioner has committed serious professional
misconduct, but (as it seems to me) quite another to purport to resolve disputed factual issues. I consider
that in making the findings recorded in the passage from the decision letter which I have just quoted - and in
particular the finding that the trial was properly conducted - the PPC went further than was necessary for the
purpose of deciding whether the material before it raised the Rule 11(2) question. In so doing, it trespassed
on an area which was properly the praovince of the PCC, should the case be referred to it.

98. Accordingly, I conclude that in the instant case the PPC exceeded its proper function as explained by
Lightman 1 in Toth,

Non-disclosure of Professor Southall’s response

99, Rule 16, as | read it, was only engaged once the PPC had decided not to refer the case to the PCC, By
contrast, what we are concerned with in the instant case is the situation which obtains when, in the course
the PPC's investigative process and before it has taken any decision on referral, the practitioner tenders
evidential material to the PPC on terms that all or part of it is not disclosed to the complainant, or that
disclosure to the claimant is subject to conditions (e.g. a cross-undertaking by the complainant not to disclose
the material to third parties) which the complainant is unwilling to accept. In such a situation the PPC has, in
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i judgment, an inherent discretion whether or not to take such material into account in reaching its
acision. Given that save in rare cases a complainant is entitled to an adequate opportunity to put his ¢
asg (see per Bingham LJ in Cotton, in the passage quoted by the judge in paragraph 47 of his judgment,
nd that the PPC has a duty to act fairly, it seems to me that the PPC ought not to take such material into
snsideration in reaching its decision unless it is satisfied that there is good reason why it should do so
otwithstanding that the compiainant has not seen it and accordingly is not in a position to respond to it.

00. As 1 see it, therefore, it is not a question of ignoring the terms imposed by the practitioner in relation to
isclosure of the material submitted: rather, the question is whether in all the circumstances, and given such
arms, it is appropriate for the PPC to take such material into account in reaching its decision.

01. In the instant case the complainant was willing to give an undertaking not to make use of Professor [
outhall’'s responses in any other context, but Professor Southall did not consider that such an undertaking

1ould afford him sufficient protection. Accordingly, he maintained his absolute prohibition on disclosure. That

1as a matter for him. However, the question then for the PPC was whether in all the circumstances, and given
rofessor Southall's absolute prohibition on disclosure, it was appropriate for the PPC to take his responses

1to account in reaching its decision. There is nothing to indicate that the PPC addressed that question. The

idge (in paragraph 60 of his decision} concluded that the PPC had “proper grounds on which to refuse

lisclosure in Professor Southall's case”; but, as [ have indicated, that seems to me to be a different question.

n the circumstances I consider that there is a real risk that, in reaching its decision not to refer, the PPC took

1to account material (i.e. Professor Southall's responses) which, had it addressed the right question, it would

1ave left out of account.

‘he Hey and Chalmers Article

.02, 1 agree with Sedley L3, for the reasons he gives, that the PPC exceeded its proper function in placing
iubstantial reliance on the Hey and Chalmers Article, and the criticisms of the Griffiths Report which it
:ontained. Like Sedley L1, [ cannot accept that, as Auld LJ puts it in paragraph 74 above, the Griffiths Report
vas effectively before the PPC. It was only before the PPC in its guise as the target for the serious criticisms

nade of it by Hey and Chalmers.
- i.e. before its extensive amendment by the Medical Act 1983 (Amendment) Order 2002, SI 2002/3135.
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1. LORD JUSTICE AULD: The court in its order of 28 June allowed this appeal of
Deborah Henshall and, by a majority, ordered that her complaint against the three
doctors, the interested parties in this case, Professor David Southall, Dr Andrew Spencer
and Dr Martin Samuels be remitted to a freshly constituted Preliminary Proceedings
Committee (“PPC™) for reconsideration. At the request of Miss O'Rourke, on behalf of
Drs Spencer and Samuels, the court has reconvened to reconsider, in the case of those
two interested parties, whether it has, and if so, whether it should exercise, a discretion to
remit. The argument of Miss O'Rourke, for which we are grateful, is that in respect of
two matters, where the court has found the PPC’s conduct of the matter lacking, only one
of them touches Dr Spencer and Dr Samuels — Dr Spencer hardly at all, and Dr Samuels a
little more. That is the PPC’s reliance on the British Medical Journal article, the Hey and
Chalmers article, which this court, by a majority, as I have said, found to be in error.

2. Having considered her submissions and those of Mr Havers for Miss Henshall as to the
significance of the reliance of the PPC on the British Medical Joumal article in relation to
Dr Spencer and Dr Samuels, we consider, and do so unanimously, that the proper
approach of the court would be to adhere to the order originally expressed. In our view,
the article loomed large in the considerations of the PPC, generally as between the three
doctors, and not in an insignificant way in respect of Dr Spencer and Dr Samuels.
Accordingly, we consider that the order should stand as drawn, save only subject to this
amendment, that instead of the appellant’s complaint in relation to each one of these three
doctors, considered individually, being remitted to a freshly constituted PPC, it should be
remitted to the General Medical Council’s Investigations Committee, established under a
new procedure but applying the former statutory scheme, namely that under the General
Medical Council Preliminary Proceedings Committee and Professional Conduct
Committee Procedure Rules 1988. The matter should be remitted with the utmost
expedition.

3. It is common ground that the appellant’s costs of the appeal in the court below should be
bome by the defendant, the General Medical Council, and that there be detailed
assessment of the appellant’s costs in accordance with the Community Legal Service
Cost Regulations of 2000, and, in addition, that the costs of the interested parties, the
doctors, should lie where they fall.

Order: Application allowed.
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fund exchanges without a research content, and the differences
that $till exist in the systemns for specialist training in France and
Britdin may cause problems in deciding which posts in the two
countries are comparable, The Ministére des Affaires Etrangéres
in France has recently been prepared to fund visits from fairly
senior clinicians: at present there are two British doctors in
paris and one in Lyon working with full responsibility and paid
4t senjor registrar level. Opportunities of this kind are not yet
peing fully used. For the time being, however, the advice for a
British doctor wishing to work in a clinical rather than a
research setting at SHO or registrar level in France is to make
persanal contact with a hospital specialist there who would be
willing to sponsor his candidature. .

E\b

Overview

In both contexts—clinical work and research—the impression
on both sides of the Channel seems to be that interchange is far
easier than most doctors belieye. Anyone who would like the
experience of working in France (or, in the other direction,

- Britain) should be able 10 arrange an exchange for any period

between a few days and a year. Information about possible
research exchanges is available from the MRC, INSERM, and
CNRS; and possible sources of travel funds and grants for longer
stays include the British Council, the Royal Society, the Ciba
Foundation, and the Wellcome Trust, and in France the Minis-
tere des Affaires Etrangéres or the British Council (Paris).

Guidelines to aid ethical committees considering

research involving children

Working Party on Ethics of Research in Children

The British Paediatric Association set up in 1978 a Working
Party on Ethics of Research in Children {(members Professor F
Cockburn, Professor J A Dudgeon, Dr D M T Gairdner,
Dr A D M Jackson). The following ““Guidelines to aid ethical
committees considering research involving children”* proposed
by the working party have been accepted by the council of the
BPA and have been published in the January issue of Archives
of Disease in Childhood (1980 ;55:75-7).

These guidelines presume that four premises are accepted.,

That research involving children is important for the benefit
of all children and should be supported and encouraged and

conducted in an ethical maaner,

“That research should never be done on children if the same
investigation could be done on adults.

That research which involves a child and is of no benefit to
that child (non-therapeutic research) is not necessarily either
uniethical or illegal.? :

That the degree of benefit resulting from a research should
be assessed in relation to the risk, of disturbance, discornfort, or
pain—the risk: benefit ratio. )

Defining “risk”

Risk, in this context, means the risk of causing physical

disturbance, discomfort or pain, or psychological disturbance 1o

the child or his parents, rather than the risk of serious harm,

which no ethical committee would countenance in any case.
Negligible risk—Risk less than that run in everyday life.
Minimal risk—Risk questionably greater than negligible risk.
More than minimal risk.

*A child in this context is taken to include the infant from the time of birth
(bt not the fetus). Thereafrer, an individual remains a minor until 18. The
Family Law Reform Act (1969) provides that a minor who has attained the age
f?f 16 has capacity to consent to surgical, medical, or dental treztment (which
includes any procedure undertaken for the purpose of diagnosis . . . and
2pplies to any procedure . . . which is ancillary 1o any treatment as it applies
1 that treatment’), This statute does not deal with consent for other pro-
tedures, e.g. nontherapentic research, and therefore the general law applies
0 all minors until 18. Such law does not recognise any ‘age of consent’,
for capacity to consent depends on the child’s intellectual capability and the
Complexity of the procedure; age is stmply one factor to be taken into
accoune,?

Defining “benefit”
Non-therapeutic research

{a) The procedure is of no benefit 1o the subject but may
benefit the health and welfare of other children or adults. A
special case, but an important one, is if the subject suffers from
a disorder and the research aims to benefit others suffering from
a similar disorder.

(b) The procedure is of no benefit to the subject but may
add to basic biological knowledge—for example, normal values;
aging.

Therapeutic research

The procedure is of potential benefit to the subject.

Applying the risk:benefit principle in non-therapeutic
research ' C

‘Procedures requiring ethical judgments are usually those
which are without benefit to the subject—non-therapeutic
research. Most such procedures will fall into one of the following
three categories.

(1) The procedure is either (@) part of the ordinary care of the
infant or child {weighing, measuring, feeding), or (4) involves
the non-invasive collection of samples—for example, urine,
faeces, saliva, hair, or nail clippings, or, at birth, cord blood
or placental tissue.

Risk is here likely to be negligible—for example, test weighing
a breast-fed baby as part of a study aimed to promote breast
feeding. :

{(2) The procedure involves invasive collection of samples—
for example, blood, cerebrospinal fluid, or biopsy tissue—taken
from a child who is undergoing treatment. The sample used for
research may be (a) an additional amount to that required on
clinical grounds; or (6) not an ordinary part of the child’s
treatment—{or example, collection of biopsy material during a
surgical operation, .

Risk in (@) might be cither negligible or minimal; (5) might
be negligible, minimal, or more than minimal.

Examples—In cystic fibrosis, a research might be considered
reasonable which involved an affected child having a sweat
test that needed twice as much sweat as required for purely
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diagnostic purposes. The added discomfort to the child might
be. assessed as negligible. If in addition a venepuncrure was
required, this might be judged to put the risk of discomfort and
pain into the minimal risk category. But the potential benefit
to other child sufferers from this common and serious disease
might be deemed such as to make the risk:benefit ratio
acceptable,

During the course of an operation for hernia, a fragment of
skin from the incision might be required for a research involving
tissue-culture. The risk could be judged negligible, so that even
if the research was not expected to have any direct clinical
benefit but only to add to basic biological knowledge, it might
be acceptable.

During the course of an abdominal operation, a renal biopsy
might be taken for research purposes. The risk here would be
judged more than minimal and the benefit would have to be
very large to justify it. But suppose the research aimed 1o
resolve the problem of rejection of transplanted kidneys, with
resulting lifesaving consequences both for children and adults
with renal failure ; this might be considered a benefit of sufficient
magnitude to justify the risk. ’

(3) The procedure is quite apart from the necessary care or
treatment of the child. For example, blood sampling ; passage of
oesophageal tube for pressure recording; application of face
mask for respiration studies; placement of infant in plethysmo-
graph chamber for thermal or respiratory studies; needle
biopsy of skin or fat; or x-ray or isotope studies (see below).

The risk might be negligible, minimal, or more than minimal.
The benefit, as defined above in relation to non-therapeutic
research, may fall within either the definition (a) or (). If it
comes under definition (), the risk should, to be acceptable,
probably be either negligible or minimal. If the benefit comes
under definition (b}, the risk should be negligible.

Examples—In thalassaemia, a common and lethal disease,
progress might depend on taking blood specimens from both

affected and unaffected children. The benefit could be assessed

as great, so justifying the risk of causing more than minimal
discomfort or pain to the children,

Many diabetic children will develop blindness or other severe
eye complications in adult life. A research aimed at eventually
learning how to prevent this might require several glucose
tolerance tests to be done on a diabetic child, not for his own
benefit but for the benefit of other diabetic.children. The
risk of discomfort or pain to that child would be assessed as
more than minimal, but might nevertheless be justified by the
potential benefit. - .

The physiology of the initiation of breathing by the baby at
birth is poorly understood, and is of clinical importance because
some babies fail to breathe. A study of normal newborn babies’
first breath, using a face mask, may be judged to cause minimal
risk with a justifiable risk:benefit ratio. :

Applying the risk:benefit principle in therapeutic
research

Therapeutic research offers potential benefit to the subject.
It includes not only trials of new drugs or procedures but also
trials of therapies which, though perhaps widely applied, are
yet of unproved value. The risk:benefit principle may still be
applicable, the potential benefit as well as the risk relating to the
individual subject. )

In general, ethical principles in therapeutic research involving
children do not usually differ from those applying to adults,
except that the age of the subject will often mean that parental
understanding and agreement will be required.

In the common type of experiment where two therapies are
compared in a controlled trial, two ethical questions are likely to
arise.

(1) Is the research necessary 7 For instance, conventional
treatment of a febrile convulsion in a child includes drastic
cooling. A research project might question this form of manage-
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ment and entail a controlled trial. An ethical committee mighg
consider it probable rhat data already existed enabling the
question to be .answered. The committee might therefor,
require the researcher first to provide evidence that the world
literature had been effectively searched.

(2) 1s the design of the trial such thar a statistically significan,
result will emerge with the use of a minimal number of subjecys
and in a minimum period? Since one set of children wij
receive what may eventually turn out to be an inferior therapy,
it is ethically imperative that this question be answered in the
affirmative.

‘Examples—Current research in treating leukaemia in children
often means comparing two different drug regimens. Since
both sets of children receive therapies currently considered
acceptable, ethical considerations are mainly confined g
ensuring that the design of the trial is siatistically sound.

A controlled trial of hyposensitising injections of allergens
in asthmatic children differs from the foregoing example in
that some children (the controls) receive injections of inactive
material. This might ar first sight seem ethically questionable.
However, the following consideration may lead to such a trigl
being judged acceptable. Until the result of the trial is known
the children in either the treatment or the control group have a
chance of gaining an advantage. The active therapy may prove
superior and those in the treatment group gain an advantage,
If, however, there are unpleasant or harmful side effects from
the active therapy, the control group will have gained some
advantage by not being exposed to those side effects.

X rays and isotopes

An authoritative pronouncement on the ethical propriety of
irradiating children—that is, the use of x rays or isotopes—
for research purposes has recently been given by the Inter-
national Commission on Radiological Protection.® It states that
“the irradiation, for the purposes of such studies (that is, of no
direct benefit to the subject) of children and other persons
regarded as being incapable of giving their true consent should
only be undertaken if the expected radiation is low (for example,
of the order of cne-10th of the dose-equivalent limits applicable
to individual members of the public) and if valid approval has
been given by those legally responsible for such persons.”

This means, in common parlance, that exposure to x rays
could be justifiable where the dosage was comparable to the
normal variation in natural irradiation received by, say,
individuals living in two different parts of the British Isles. In
fact, using modern equipment, a single radiograph might fall
well within such dosage limits, and thus be classifiable as 2
negligible risk.

Parental permission and co-operation. Agreement by
the child

Parental (or guardian’s) permission should normally be
obtained—with rare exceptions such as the comparison of two
treatments for some emergency condition—after explaining as
fully as possible the nature of the procedure. Whether or not
rhis should be a signed, witnessed declaration remains debatable.
It is an advantage if the parents can be present during the

procedure. Although ‘the law in Britain does not recognise an

age of consent, children much younger than 16 often have
enough understanding to collaborate altruistically in a project.

New drugs: new imnmunisation procedures

In general these should be first tested on animals, then on
adult voluntzers, then on older children able to take part

voluntarily in the research, and only then on younger children.
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fHowever, there are instances where this sequence might be
ipappropriate; for instance in the development of a vaccine
against respiratory syncytial virus, where few uninfected
subjects may be available above the age of infancy.

British Paediatric Association: Standing Ethics
Advisory Committee

(1) The British Paediatric Association has set up a Standing
gthics Advisory Committee. The function of this Committee
will be to offer advice on the ethics of research projects involving
children.

(2) The Committee will respond to requests for advice from
individuals planning research projects, from local ethical Com-
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mittees, or from editors of journals, but its opinions will not be
binding. Approval of research projects must remain the respon-
sibility of statutory local ethical committees.

(3) The Committee will base its opinions on guidelines drawn
up by the British Paediatric Association, and if it is consulted
often enough it will in time establish some uniformity of policy
for research in children throughout the country.
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Letter from . . . Western Australia

Flying to the rescue
BOB MILSTED

When Paddy Hanpan discovered gold east of Perth in 1893
he started the gold rush which gave birth to the town of
Kalgoorlie. It’s a mining town, first and last, and has relied
for its existence ever since on the world demand for gold or,
more recently, nickel, and on a slender pipeline which brings
water pumped from Perth 350 miles away. Kalgooriie boasts
the near perfect proportions of 20000 people to one set of
raffic lights, and sits like a small island in a huge sea of arid
bush. Having arrived in Perth jobless and penniless after four
months’ driving overland through Asia, the opportunity to work
for the Eastern Goldfields section of the Royal Flying Doctor
Service was definitely not to be missed. The service employs
two doctors, three nurses, and four pilots and covers an area
around Kalgoorlie slightly Jarger than the United Kingdom
—surely the largest general practice in the world. The hub is
the radio base, which serves as the sole link between the outside
world and the isolated sheep stations and Abarigine camps of the
Central Desert. The base deals with telegrams and provides a
school of the air for children on stations, as well as dealing with
medical calls. Each morning at 11 am there is a regular schedule
for non-urgent medical inquiries. Each station has a medical
chest with a variety of numbered drugs, which they take
according to advice received.

“I suggest you take two 93s and a 15, sounds a litde strange
coming over the air, but the system works very well. Emergency
calls after hours trigger a radio telephone in the home of the
doctor on call. Diagnosis over the radio takes a little practice,
but the decision whether 10 send our 2 plane is helped by the
knowledge that an emergency call from a station is unlikelv to
be trivial—perhaps a child with an arm lacerated by farm
machinery, or an adult bitten by a snake. The pastaralists,
who live up to a 100 miles from their nearest neighbours,
survive the rigours of running a station and raising 2 family in

Kalgoorlie, Western Australia
BOB MILSTED, aip, sMRcP, medical officer

s

an unforgiving environment with unfailing good humour. In
the process, they seem to become as tough as their lifestyle. The
most bizarre call was from a dogger (who baits traps for dingos),
who called in to ask whether there was an antidote to strychnine
as he had just inhaled some. He survived, despite having a
supposedly lethal level of strychnine in his blood.

Snags and kangaroos

Many people are under the illusion that flying doctors
actually pilot the planes. Fortunately, this is no longer the
case. Any such romantic notions disappear rapidly when
landing on a bush surip at night by the light of car headlights
and a few fruit cans filled with kerosene. On one night-landing
we touched down only to find ourselves bearing down on a
kangaroo. Unperturbed, the pilor lifted the plane over the
bemused animal’s head and touched down again behind him.
The planes are twin-engined Navajos, capable of taking two
stretchers, but definitely not the ideal place to carry out
emergency procedures. Transporting patients in unpressurised
aircraft creates unique problems. An undrained pneumothorax
will expand as the atmospheric pressure decreases, as will
distended bowel. Patients with respiratory problems may
deteriorare, and labouring women seem 1o progress rather more
rapidly than is good for the doctor’s nerves. Simple things
become difficult; drips stop running and the cuffl of an endo-
tracheal tube expands at altitude. The rule is to do whatever is
necessary for the patient’s safety before taking off. Whenever
possible, pregnant mothers are brought to Kalgoorlie two
weeks before term to await delivery in the hospital there and
avoid mid-air drarna. One priority afrer delivery is, of course,
to radio the good news to the husband. The “Blcody beaut!”
response of one proud father was an uninhibited expression of
delight which, transmitted 25 it was over the whole network,
brightened the day of evervone within a radius of several
hundred miles.

The twice-weekly visits o the small owns of Leonorz and
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LegalAssessor: Miss Eleanor Platt QC
Committee Secretary: Remi Gberbo, Scott Geddes

Type of Case: Preliminary hearing to consider abuse of process

Representation

GMC: Mr lan Stern, instructed by Field Fisher Waterhouse, Solicitors to the Council,
represented the Council.

Doctor: Mr Rogers was present‘and represented by Mr Robert Seabrook QC, Counsel,
instructed by Theodore Goddard Solicitors.

Determination

The Committee have given careful consideration to the submissions made on behalf of
the doctor and of the GMC in this application by the doctor to stay proceedings.

In accordance with the advice from the legal assessor, the Committee first considered
the date when reasonable time began to run in relation to Article 6 (1) of the Human
Rights Convention and the Human Rights Act. The date the Committee have decided
upon is 16 April 1999, based upon the letter of that date from the GMC to Mr Rogers
informing him that a decision had been taken to refer his case to the Preliminary
Proceedings Committee. Having considered all the facts, the Committee did not
conclude that the earlier date of March 1999 or the later date of October 1999 were

appropriate.




The Committee then considered the reasonableness of the time that had elapsed since
that date. Whilst accepting that a considerable volume of documentation had to be
obtained and scrutinised, the Committee considered the case was not technically

complex or difficult.

The Committee also noted the effect on the doctor in relation to his suspension by his
employers and that this suspension has been continued pending the outcome of the
issues before the GMC. The Committee accepts that the withdrawal of admitting
privileges to private hospitals has been a direct consequence of the delay in the

proceedings.

The chronology (document C3) submitted on behalf of the GMC was considered
carefully, in particular from 17 November 1999 when the file on the case was opened by
their solicitors. There was little evidence in support of this chronology which contained
time gaps that concerned the Committee.

The Committee therefore considered that the two years and 10 months that will have
elapsed between 16 April 1999 and the date of the anticipated PCC hearing date of
February 2002 would be unreasonable.

In considering the unreasonableness of the timescale the Committee also considered
the alternative start date of October 1999 which had been suggested. Even taking that
date as the start date, the Committee considered the timescale to be unreasonable.
Accordingly, the Committee have concluded that there has been a breach of Article

6(1).

The Committee then moved to consider and balance their duty to protect patients, the
interests of the public and the interests of the doctor. In doing so, they considered all the
circumstances of the case, the submissions of counsel, the allegations contained in the

charges, and the findings of the Tribunal. On balance the Committee considered it
would be disproportionate to continue with the proceedings.

Confirmed

October 2001 Chairman
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In medicine we need regular assessment
of our skills by respected and senior
colleagues Such a system has been started for
public health docors in the West Midlands.
The quality of the work we do and the
effectiveness and efficiency of the manage-
ment in our de; ents are reviewed annu-
ally. I for one would rather be told that my
professional skills were not suitably in line
with modemn standards, should this ever be
the case, before the population of Shropshire
began to die unnecessarily as a result.

1 agree with the BMA that self
regulation is important’ and that our
professional skills should be assessed by
other doctors in our specialty. If doctors
were unable to listen and heed advice
during such processes, however, then
management would have to act. 1 cannot
believe that an airline would allow pilots
to continue Hying its passengers if, after
assessment by their senior professional
colleagues, they were considered unfit 1o fly.

R yJ) Geller Director of public health
Shmpshm Health Authomy Shrewsbury,
Shropshire §Y3 XL

1 Dyer €. Compensation claims expected to follow CMCy
findings. M/ 39'98:3 G169 L (6 June}
2 Johnagn ) Making self prgubiine radihie AU TORN 16

16478, 20 June)”

Supraregional neonatal cardiac surgery
works in Western Australia

Eprros—Having read Treasure’s editorial
about the lessons to be drawn from the Bris-
] case.' we wish w put the case for supra-
regional neonatal cardiac surgery despite
extreme distances. Western Australia has a
population of 1.8 million with an incidence
of congenital heart di of 7.65/1000 live
births. A mean of nine infants a year require
cardiac surgical intervention with cardiopul-
monary bypass in the neonatal period.
These infants are vansported in commercial
aircraft by the Western Australian Neonatal
Transport Service from Perth to the Royal
Children’s Hospital, Melbournc.

The distance between the hospitals is
nearly 3000 km, and the trip lasts six hours.
The infant ravels in a transport incubator
with inbuilt ventilator and infusion pumps
attached. Monitoring is by electrocardiogra-
phy and pulse oximetry, with blood pressure
and blood gas tensions being measured The
medical escart is a paediatric registrar or
consultant or a neonatal inwensive care
nurse, or both, The infants parent(s) usually
travel on the same flight.

We have recently conducted an audit of
10 years of interstate transports to asscss
mortality and morbidity” The largest sub-
group in this audit comprised 46 patients
with transposition of the great arteries. The
first arterial switch operation was per-
formed in Mebourne in 1983, The unit
currenty petforms an average of 30 switch
operations each year, in a catchment popu-
tation w0 wuiiion. Soincon Jrawaiy 1500
and December 1995, all 46 patients with
transposition of the great arteries had the
arterial switch aperadon. Of these padents,
seven were ventilated and 17 had prosta-

814

glandin E, infusions, The one year survival
was 100%, and the current cohortsurvival is
8% (45/46). This compares favourably
with quoted rates in Treasure’s editorial.’
The youngest patient in this group is now
2i years old and the oldest 12. Initial
developmental follow up data on 43 of the
patients shows a 7% incidence of important
problems, three padents having borderline
intellectual function or hemiplegia, or both.
Again, such figures compare well with those
in other published reports® and show that
Western Australians are served well by cur-
rent  management with  supraregional
transfer.

The financial costs of interstate travel
and accommodation for the parents are
paid by the smte health deparmment
Although the parents of infants who are
ransported over ultralong distances suffer
additdonal emotonal costs, they benefitas a
group from the excellent survival rates of
their infams.

Katharine Gardiner Senior registrar, department of
neonalology
Purickj Pembierton Heud, department of

im R Head, de of cardiol
Lmum Mztgzn:( Hmpml,PO Box Dl§5! Perth,
001, Western Australia

patrick pemberton@health.wa.govau

1 Treasure T Lessony from the Brisiol case. BMJ 1998:316:
16856 (6 Juned

2 Gardiner KH, Pemberion P, Ramsay [M, Audit of neonaial
cardiac trapspory, Perdh w0 Metbourne, 1986 w 1995, In:
Proceedings of the 2nd annsual congress of the Perinotal
of Austrabia and New Zeoland; 2¢ Mur.2 Apr 1998, Alice
Springy. Perinucal Society of Auswalia and New Zealaod,
1958:180.

3 Hovels-Gurich HH, Scghaye MC, Dabrit 5, Messmor Bj.
vore Bernuth G, Cognitive and motor development in
preachool and schoolaged children after neonaal artedal
switch operation J Thorse Cordiovase Sery 1997:114:578.85.

ing quality of care

Techniques for
need 1o be assessed

Eprror—I agree that we should be con-
cerned about providing the best quality care
possible, and we should do what we can to
improve health care. But hard questions
should be asked about the planned solutions
to the Bristol cases. It is easy to jump on the
Bristol bandwagon'; what happened there
was wrong, but will the suggested solutions
improve health care? And would they have
prevented what happened?

It is disturbing that a failed suggestion
from the United States—publishing hospital
mortality league tables—is the prime consid-
eration.” The concept of a Commission for
Health Improvement is likewise noble, but
inspecting hospitals every three or four
years indicates a role similar to that of the
Office for Standards in Education in Britain,
which has been criticised for expensive and
contradictory outcomes. Anempts in the
United States to measure quality of care
have foundered, usually because of inability
to take account of severity of illness” * When
amempts to stratfy for disease severity are
used, major limitations become apparent—
LO1 CRERPIC, Wil diia Lol Cid wid aimdinabi
to manipulation, are unreliable, or ignore
important oucome variables

I applaud and support any research into
how quality should be measured. But it is

research and should be subjected w the same
rigour as a new medicine is Is there evidence
that quality is weasured? Is ouwcome
improved? And, as for any new pmducl. what
is the cost? At present, such expensive and
fime consuming techniques are not devel-
oped enough for general use; as for any
medical advance, we should wait for the
evidence base that these procedures do
improve quality of care and are cost effective.
Deruis Briley Comsul iogi
Stoke Mandeville Hospital NHS Trust, Ayiesbury,
Buckinghamshire HP21 8AL

1 KcoghBE Uwckj Watson D), Magee P, Wheatbey D. Pub-
b confidence and cardi surgical ouwome. BMJ 1998;

316:1756-60.(13 June)

2 Blumendial Tt Part 1; quality of carewhat is ic? N Engt /
Med 1996:385:8914.

3 Lansks D Harmz AJ. Measorement of quality in heakth care.
Newrology 199850:584.7.

4 Muﬂqjmrumaj.rmnxayn Misch D, HIIC. Is
in-hospital siroke mortality an accurate meassre of quality
of care? Newrolagy 1998506 19.25,

Students must be taught more about ethics

Enrmn-—Taken with his letter in a previous
issue, jahnsons editorial on self regulation
is another nail in its coffin® His concern in
“making self regulation credible” is to make
it credible w doctors, not the public. In his
e b cosmpdabied W e B3> wse of a
photograph of a bereaved Bristol parent
scusationalised the issue.' Maybe he saw
only the model coffin in the picture. But
doctors need to be reminded of the depth of
sorrow and anger in that mother’s cyes—the
natural response when your child died
unnecessarily.

It is the sorrow and anger caused by doc-
tors to real, live people that self regulation
must address. Patients with all their emotions
have io be at the centre of self regulation—not
some mechanically performed peer review.
Johnson's editorial may read well in the corri-
dors of medical politics, but it gives no
comfort o patients wying w deal with the
Ceneral Modical Council,

Last week T met a couple who i just
been wld thit it wanld wmke the General
Medical Council st beast 12 monabs 1
tecile whether 1o st discipliarey pao-
ceedings agtinst a doctor, A e or e
thiat i ot B the e st their complaim
b ranr delivery of o dossier Hun they bud
wssembled o s tequest Fhie dossier cotgsists
s ety THOH puies alevidenee supporting
their conmphitint that one of their chikdren
hicd. sl another wins delt severelv brain
dhammged. as aresult of being nsed wivhou
their consent i rescaneh project,

Nor does the edivorial give hope den the
Goneral Medicat Comnetd will betier fllit s
statutory responsibility for medical educa-
tdon so that doctors will be trained not to
abuse and misuse their patents One
possible approach is o teach students more
of the humanities and, in pardcular, about
ethics. Recognising this, the council
mstructed medical schools o teach medical
cihiics owir & doads ags. Voo has net with-
drawn approval from those schools that sill
have o regular medical ethics teaching, one
of which (the Middlesex/University College
Londoeny) is right on its own doorstep.

BMJ VOLUME 317 19 SEPTEMBER 1998 wwwhmjcom
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Iffeaders of the profession are incapable
of recognising the centrality of patients and
their experiences w self regulation, this
extraordinary privilege will be taken away
from us.

Richard Nicholson Edior
Bulletin of Medical Ethics, London N5 1LA
Bulletinn_of_Medical_Ethics@compuservecom

i johmoan Caover picure meant that BM] had descended
6 devel” of mbloid newspapers. BMJ 1998:316:1651.
03 !ane)

2 Johason IN. Making sclf regutation creqidw. pay 1998
B16:1847.8.420 June)

antol case highlights potential
of Cal sy

Eprror—The Bristol case has implications
for clinical governance, audit, management,
and the provision of services,' " but what are
the implicadons for specialist oaining?
Having a rigorous training before acquiring
independem contractor status is the ideal
way to ensure high standards, as is acquiring
self directed skills of leamning and seif
criicism. Although this represenis the
traditional method of raining in the United
Kingdom and has generally led to a fairly
high standard, some changes are now
inevitable.

How does the Calman programme oi
specialist training fit these new demands?' In
many speciafties the time avaifable for train-
ing has been reduced. Additionally, on call
rotas are being made less onerous as a result
of European Union directives. Although
training schemes are becoming beter strue-
wred, these measures may lead to young
spedialists being well trained but less experi-
enced than young specialists were previ-
ously. As a result, training posts have been
set up for doctors who have gained a certifi-
cate of completion of specialist training.
Another challenge wifl be for consuliants w
demonstrate their rack record to patients
and purchasers of care. How will a newly
appointed spedalist be able 1o do this with-
out a sustained period under the proctor-
ship of a more senior established colleague?

and throughput of patiens. How will
established consultants acquire new skills
and techniques safely? Proctorships and
sabbatical leave to other centres followed by
close audit may be the only acceptable soha-
tion and yet have many consequences for
the provision of services.

The training of specialists presents the
medical profession with major challenges.
Failure to meet these will jeopardise the
whole ethos of self regulated posigraduate
medical education.

Agjan K Banerjee Consultont surgam
Royal Halifax Infirenary, Halifax HX1 2YP

1 Klein R. G fessional self and the

public interest. BM; 1998.516 §740-. (6 June)
2 Treasure T Lewsons from the Bristol case. SMY 19988 16;
1685-6 {6 June)
3 Deparement of Heakhv, Hosprisal Doctors - Training for e
Juture. The seport of the Wirkmg Growp on Specialist Medion!
Training London: DoH, 1593, (Calman report)

Private practice has similar problems
Eprror—l applaud the sentiments in
Smith's editorial, but the focus seems w be
on NHS medicine.' An equal focus should
be applied to private practice, where the
motvation for inappropriate and excessive
reatment is financial.

It was reporied in BMA Neaws Review di
private practice could come under scrutiny by
the Commons health select commitee
during the next parliamentary session, and
David Hinchliffe MP was quoted as saying,
“There is serious concern that cermin opera-
tions, primarily in the private sector, are not
performed by those sufficienily qualified o
do so” { would suggest that unnecessary
operations are a greater problem, some being
performed by doctors who have had only
basic training in the techniques while they
were passing though a specialty.

The Bristol case has given every
chairman of every medical advisory com-
miveses of every private hospital a great
responsibility—~that of “policing™ his or her
colleagues’ activity in the private secror
Moral support and advice are readily

Hlable from the General Medical Coundil,

Does this mean that “junior” consultants are
inevitable?

The Bristol case highlights a further
potential weakness of the Calman system in
that some of the poor resuits were antributed
w one surgeon having received most of his
training under a scnior cclleaguc who
hirmself later came under scrutiny. Previously,
specialists spent time in two or three cenwes;
in the Calman system a specialists oraining
might well be centred in one region.
Therefore rotdons are vital, and exchanges
with other cenwes in different regions and
wavelling fellowships overseas will become
imporant

Close audit of both the trainees’and the
wainers’ case mix and outcomes is essential.
This might best be supervised by the appro-
priare specialist sociery under the aegis of
the royal colleges and postgraduate deans.
Tais wiil pardcutanly apply W Coupica ad
subspecialist work, for which the first direct
exposure might previously have been as a
newly appointed consultant. Supervised
training has implications for tine, resources,

BM] VOLUME 317

as | have recently found, and the medical
director of the local NHS trust would also be
an appropriate person 1o speak ta

What does one do # a colleague who is
not an orthopaedic surgeon or hand surgeon
operates on Dupytren’s contractures, or a cof-
league who is not a plastic surgeon performs
breast reductions, or a colleague who is not a
gynaecologist inappropriately operates on
genial prolapse? What do you do if a
colleague always finds something to operate
on no matter what the patient is referved
with? And what do you say 1o the anaesthetist
who always puts in a regional block as well as
giving a general anaesthetic in order to bump
up the fee? It astounds me that the medical
fnsurance companies themselves have not
policed these sorts of actvities in order o
reduce their own finandal outgoings. All of
these Caaupiva ae Godivad iy wadk by
all of us who have our eyes open. Worse, they
are obvious o our nursing and paramedical
colleagues, who wonder why we are doing
nothing to correct these anomalies.

18 SEPTEMBER 1998  wwwhbmjcom

Smith concluded his editorial with the
spectre of micromanagement of doctors. Itis
therefore urgent that we put our own house
in order and do not lose the impetus for
change that the Bristol case has produced.
Beverley Webb Chatrman of medical advisory
commitiee
Pinehill Hospital, Hitchin, Herdordshire 5G4 9QZ

1 Smith R. All changed, changed unerdy. 8M/ 1998316
1917-8.(27 June)

2 GF crisis wins Commons scruting BMA News Review 1998
fun 13213,

Formal mentoring might have helped

Eprror—One additional point that 1 think
needs 1o be made after the Bristol case’ is
how we are adequately o support doctors,
particularly consultants. Senior doctors and
partcularly consultants (in all speciaities)
carry enormous loads; these are not only of
basic clinical care and decision making but
also managerial and educational roles;
counselling roles for both patients, their
families, and junior doctors; terminal and
palliative care; and many other endless
demands. In many other professions sen-
sible arrangements have been made about
mentorship and supervision of work in
order 1o support people doing these difficult
jobs—for example, in social work and
psychalogy.

We need to help doctors by providing a
much maore sguctured form of mentorship
or supervision to support them in the work
they do. Otherwise we will continue to use our
informal mentors of family and friends ©
share this load. If some format mentoring or
supervisory system had been in place for Mr
Wisheart and colleagues, these doctors might
have been able to express their anxicties and
concerns about their surgical work; formal
steps might then have been tken to address
these issues. The current system: clearly fails
and does not allow such expression.

N Gainsberough Consultant physicion
Deparanent of Medicine for the Elderly, Brighton
General Hospital, Brighton BN2 3EW

1 Treasure L Lessons from the Bristol aase. BM/ 19983161
1685-6. (6 June)

Roles of GMC, royal collegu, znd
Depar t of Health ¢

Eprror—As Treasure and Klein point out,
one the main questions arising from the
Bristol inquiry is why so many warning
signals went unheceded'® In particular,
although audit data from the United
Kingdom cardiac surgery register seemed o
raise questions about the performance of
the Bristol unit, they were not acted on. In
some ways this is not surprising. When audit
was first introduced there was great reluc-
rance o associate it with poticies for profes-
sional accountability. One of the conse-
quences was that royal colleges had no
mechanisias in place o act on the findings
of Lhc nadonal and regional audits they
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pmgramme of the Royal College of
Physicians, undertaken in the early 1990s,
found that audit had the characteristics of a
research activity—owned by the individuals
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1. MR JUSTICE KEITH: The claimant’s daughter was the subject of clinical research at a hospital in
staffordshire into a particular method of treating premature babies born with breathing difficulties.
The claimant subseguently questioned the quality of that research and whether she had given her
consent for that research in relation to one of her daughters. She was in contact with the media
over her cfaims. A representative of the media confronted the Chief Executive of the hospital, Dt
Keith Prowse, over her claim that her signature on a consent form authorising the research
purportedly signed by her might have been forged.

2. in order to demonstrate that the claimant’s signature was genuine, Dr. Prowse authorised the
release to the media of consent forms admittedly signed by the claimant presumably to show (a)
the fact that her consent had been obtained on other occasions and (b) the similarity of her
signature when her signature on the questioned consent form was compared with her signatures
on the unquestioned consent forms. Dr. Prowse did so without having obtained the claimant’s
consent to the release of those consent forms.

3. The claimant and her husband complained to the General Medical Council (“the GMC”} about Dr.
Prowse’s authorisation of the release of those consent forms without her consent. in due course
the GMC’s professional conduct committee found that the facts alleged were not sufficient to
sunnort a finding of serious professional misconduct. In particular, the committee found that the
release of the consent forms had not been pruiiuiiea Ty the nrofeccinnal rules governing
confidentiality. The claimant now renews her appfication for permission to apply for judicial review
of those findings, her application having been refused by Moses 1. on the papers.

4, The committee found as a fact that the allegation of forgery was false. | am sure that what the
committee meant by that was that the claimant had indeed signed the questioned consent form. It
was not a finding adverse to her honesty or credibility, in view of the fact that she may have signed
the form while she was experiencing the after-effects of anaesthetics and therefore she may well
have forgotten what she had signed.

5. It is unnecessary for me to consider whether it is arguable that this finding of fact was not
supported by the evidence, or indeed whether it was within the power of the committee to
consider whether the claimant had signed the questioned consent form. That is because it is not
disputed that the issue as to whether the claimant signed the form was not refevant to the inquiry
which the committee had to conduct. The critical question was the issue of confidentiality, and in
my opinion there is nothing which suggests that the committee’s conclusion on that issue was
coloured by the finding which it had made that the claimant had indeed signed the questioned
consent farm, 1t is, | think, rot seriously arguable that the reference to the falsity of the allegation
of forgery was no more than an aside, an important aside maybe, but nevertheless an aside which
was simply designed to relieve the anxiety of those against whom the aflegation of possible forgery
had been made. The reference, therefore, to the falsity of the allegation of forgery was not taken
into account at all.

6. On the critical question which the committee had iv decidc, the exerrise which the committee had
to conduct was to balance the competing public interests which militated for or against the public
disclosure of the consent forms admittedly signed by the complainant. Accordingly, permission to
apply for judicial review should only be granted if it is arguable that the committee’s approach to
the issue of confidentiality was flawed.

SMITH BERNAL

Ese———



E—

(3

7. The basis on which it is said that it was flawed is that the committee concentrated on the important
public interest in maintaining public trust and confidence in the paediatric ward of the hospital, and
in doing so the committee failed to take account of two countervailing public interests. The first
was the importance of protecting patient confidentiality, i.e. the importance of patients knowing
that details of their medical condition and treatment will not be revealed without their consent.
The second was the importance of ensuring that patients would not be deterred from approaching
the media when they believe that a hospital has been guilty of serious malpractice by the fear that
the hospital might reveal any part of their confidential medical history.

8. i do not think that it is seriously arguable that the committee ignored the first of these
countervailing public interests. Patient confidentiality was at the heart of the issue which the
committee had to decide. ft is, | think, inconceivable that the committee was not aware of that.
Indeed, the fact that the committee realised that it had to balance that interest against the
desirability of maintaining public trust and confidence in the hospital is borne out by the following
sentence in its reasons:

“The committee wish to make clear that the circumstances in which you were
placed were truly exceptional and nothing which the committee have decided

. shaudd in anv way be understood to diminish the obligation upon doctors, whether
or not they are acting as managers, to preserve Ine wonnuencs of natiente ”

9. It is, | think, arguable that the committee did not take into account the second of the two
countervailing public interests. But { do not believe that had the committee done so, it could have
affected the outcome of this particular complaint. The fact is that the claimant and her husband did
approach the media and were not deterred by any fear of what the hospital might do. Since the :
committee regarded the circumstances of the case as truly exceptional, the committee must be
taken to have regarded that as a sufficient message to the medical profession that patient
confidentiality would only rarely be overridden by the need for disclosure. So it can safely be said
that the committee would inevitably have regaraea e possisitity of comnlainants being deterred
by the committee’s conclusion in this case from complaining of malpractice as far too remote to
affect the outcome of this case.

10. For these reasons, the renewed application for permission to apply for judicial review as currently
formulated must be refused. However, it is now said that at the very least the claimant is entitied
to have removed from the committee’s reasons the finding of fact that she had indeed signed the
questioned consent form. | accept that the claimant has passed the test for severability, but | am
nevertheless not persuaded to give the claimant leave to amend her grounds to seek relief. No
useful purpose would be served. The finding was not relevant to the inquiry. It was not a finding
which bore on the claimant’s honesty or credibility. it has no bearing on the claim which the
claimant is proposing to bring against the hospital about the quality of its research and its impact
on her daughter’s condition. And even if it had some relevance to that claim, it could not form the

daughter. in the absence of an amendment, no question ot permission io apply for ludicial review
on any alternative basis can arise.

SMITH BERNAL
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Negative extrathoracic pressure in treatment of respiratory failure

in infants and young children

M P Samuels, D P Southall

Abstract

Objective—To assess the efficacy of a mewly
developed system for applying continaous or ioter-
mitieat pegative (subatmospheric) extrathoracic
pressure in respiratory failure.

Design—Uncontrolled clinical trials in infants
deteriorating or failing 10 improve despite staodard
medical treatment.

Seuing—Pacdiatric and neonatal inteasive care
units and paediatric wards. -

Parients—388 Infants and young children aged
day w 2 years with respiratory failure due to
bronchopulmonary dysplasia, the neonatal respira-
tory distress syndrome, broschiolitis, myopathy, the
congenital hypoventilation syndrome, poeamonitis,
and postoperative phrenic nerve palsy, At the start of
treatment 59 were receiving =50% mspired oxygen
and 40 positive airway pressure vestilation.

Imiervennion—Treatment was provided within
purpose built Perspex chambers of appropriate sixe.
The chamber incorporated safe and effective latex
neck seals; facilities for access, mopitoring, and
observation; and a hearer to control the ambieat air
temperatuare.

Main cutcome measures—lInspired oxygen coo-
centration and carbon dioxide pressure before
application of negative extrathoracic pressure and
two and 48 houars afterwards; duration of reatment;
and Goal outcome (discharge home or death}.

Results —~While arterial oxygen saturation was
maintained at constamt values 75 infants showed
reductions in inspired oxygen concentrations (range
4-50%, median 15%) two hours after starting treat-
ment and 74 showed reductions at 48 bours {2-79%,
mediaa 20%). Of 59 infants who had carbon dioxide
pressure measured before and after starting negative
cxtrathoracic pressure, 21 showed a reduction
(range 0-6-8-9 kPa, median 2-0), 30 no change {205
kPa), and eight a rise (range 0-6-5-1 kP2, median 2-1).
In 28 patients extubation was facilitatcd, 54 patients
were discharged home, where six continued treat-
ment, and 34 died. Treatments lasted for between
two and 236 days (median 13 days).

Conclusion—Negative  pressure  respiratory
support is & non-invasive yet effective tréatment
for respiratory failure. It may aveid the npeed
for intubation, reduce the pathophysiclogical
consequences of positive airway pressure ventiatinn,
and 231d extubation.

Iotroduction

The management of respirstory failure in infancy
and childhood tadidonally includes the sdminisiza-
ten of additional inspired oxvgen and the use of
positive airway pressure either continnously or inter-
wurtently. The use of intersutient positive sirway
pressure wsudtly follows endotracheal intubation and
produces an increased risk of lowsr respicatory taet
infection. In additon, positive airway pressure venii-
lattan preduces barotrauma, has adverse QACIG-
dvnamic cffects, and may conutbeie w ine develop-

ment of chronic lung disease, particularly in preterm
wfants. [t is mosdy practised in miensive care units
and requires the use of complicated equipment by
highly trained nursing and medical staff,

Subatmospheric {negative) extrathoracic pressure as
a means of respiratory support has a long history. " It
was used 1o treat children with respiratory failure due
10 poliomyelits and in the 1960s and “seventies was
found to be effective in the managemem of the neonatal
respiratory distress syndrome.** More recently it has
been used in persistent pulmonary hypertension of the
newborn” and pulmonary intersdtial cmphysema.”
1ts value, however, has been hindered by technical
problems,” which have included upper airway obstruc-
tion and soreness from the neck seal and difficulties in
achieving access 1o the patiemt and maintaining 2
neatral thermal environmem for newborn infants.
These problems have been overcome by the develop-
menr of @ new svsiem for applying negative pressure
respiratory support. We present the results of the
svsiem’s us¢ in uncontrolled trials during which it
was developed.

Patients, materials, and methods

Table I shows the clinical details of 83 patients
rreated  with  continuous negadve  extrathoravw
pressure and of five who received inteemittent negasive
pressure ventijation. la all of them their clinisal
condition had deteriorared despite standard wreatment.

TABLE [—Causis of respiratory fatlure and ages of patienis wreated
with negative exoathoraiie pressure

Naal
Thagrnss patients Age range
Broachoputmonary dveplasia 47 438 weeks
Nevaagal respararory istresy yyidoome 13 112 davs
Phrenic netve palsy . postoperative 10 {2 days-2 vears
Rronchiolitis oz asthma 7 IAZmombs
Mropathy £ 3-47 monstys
Caenpbeations of cardiat surgery 2 fand i weeks
Preumonitis 7 ¥ dassand § monihe
Congenual elvontar byoovertilation semlrome 3 Bach § wesks

-4

Fday-? wears

Foad

Before starting trearment 40 patieniy were receiving
povitive airway pressure ventlaton and 59 reguired
=50% inspired oxvgen 1o smaintain adeguate arierial
oxygen saturation {defined below), 35 of them requiring
95-100% inspired oxygen. Continuous negative extra-
thoracic pressure was used fo avoid intubation in acute
respiraiory failure, woreduccadditional inspired oxygen
cencentrations and positive aitway pressure in infanis
already intubated, and 10 help in weaning infants from
positive airwey pressure ventilavon. Two infants with
bilateral phrenic nerve palsies (after cardiac surgery),
cae with myopathy, and two with the congennal
alveolar hvpoventilation svndrome were trested with
tong rerm intermitient negative exirathoracic pressore
ventidation to conunue respiratory support after exiu-
batisn. Treaumear was siacted io this hosphal (38
patients) of in the hospiral of referral (30 patients).
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¥16 | —System for applying negal? horacic p . {a) Neganive pressure chamber with head box,
tex neck s&{tl being placed over snfans’s kead, (¢} stockinetze ek provector, (d) elecerical fan anit with
tg FoT CONTIRMGNS OF trirmiTient secson, ¢} pressure moniior, (f) foot ead of humber showing access for
wouitoring leads. infusion ines, and suction hese, Detatls of the chamber inchude release for head seciion (1),
roxds ore whick ¢ stides out oy from chamber base (2), kead box (3], latex neck seal waped up aver arch in Iid
{43, gasstrut hinges ($), Joom pasket in porshole (8), fooipiaie w suppont infant twhen chamb istilied up (7},
porthaie for infusions, e1c (£), rubber sirip belowe whick momitoving leads, eic, can enter chamber (9), rubing
20 pressure mitor { 10), and comtrols for insprroiory axd expiratory pressures end sime interools (11)
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F1G 2 —Recording from infons with cong { aiveviar hypovemsiiution syndeame recesving ermicnt
negaiive extrathoracic presture durtrg sleep. (6} Artevial oxvgen saturahon in beat 10 beat mode; (b)
P VSMOgHIDRIc wuvefovm from which urierial oxypen wenranon it desived; (n) inductance plethvsmo-
graphy linspiration iy upwerd defection); (d) megative exmathoratic presyure; (¢) tidal volume from
pre Rograph{f) renscusanzons carbom dioxide pressure: and{g) ¢ xpared carbon divxide concentration.
Betrween A and B i : gartive exaathoracic pressure was discomiinued: the mfans's won breatking
cffores were ineffectuct

APPARATUS

The svstem we used 10 apply negative extrathoracic
pressure was developed over wwo vears (fig 1). The
chamber has three different sizes: neenatal {<3 kg),
infant (3-8 kgJ, and roddler (5-20 kg) {Horoer and
Weils, Chelmsford). It has a Perspex lid hinged to one
side of an alusminium bese with a rubber seal around s
edge. The lid has two portholes on each side, which
provade access to the pavient. While the carer’s arms
are inside the chamber subatmospheric pressure is
maintained by the use of packed cell foam gaskets.
Most care procedures can be performed with the infant
under subaumospheric pressure, including nursing
observarions, reapplication of monitoring sensors,
physiotherapy, and nappy changes.

The lid of tie chamber has a rubber sirip along its
lower edge that allows monitoring leads and infusion
lines 10 enter the chamber between the base and lid
without being constricled and vet stll maintain sub-
atmospheric pressure. A recemt addition includes a
fifth porthole in the end of the charmber lid that aliows

attachments to be applied and removed without
opening the chamber (fig 1 (f)). Intra-ariceial lines
may run into the chamber without any damping of
signal cantent, '

The patient's neck lies under an arch in the head end
of the chamber lid. An almost complete seal is obtained
with a reciangular sheet of laiex (thickness 350 um)
(Pentonvilie Rubber Products, London) in which a
hole has been cut with an area sbout rwo thirds that of
the neck; because of i1s elasticity it can be strerched
over the head of the infant. The side and uppermost
edges of the latex are 1aped (Micropore, 3M) to the lid
of the chamber while the lower edge is dropped
berweaen the base and head section. The head section,
which travels in and out on sliding rods, can then be
locked into a position that grips the lower cdge of the
latex. Suction created by the subatmospheric pressure
within the chamber canses the {atex 10 adhere and seal
hoth arcund the arch and over the base of the paticat’s
neck, The elasdcity of the latex allows a skin tght seal
without circumferential pressure, which might obstruct
the upper airway. In additon, an effective neck seal,
the patient’s comfort, and the avoidance of neck
soreness are achieved by the usc of double thickness
elasticated tubular stockinette (Eesiban, E Sallis,
Nottingham). This is cut for the purpose of forming a
pulo peck vest with a long coltar (5 ¢m) that lics
becween the latex and che skin.

Urgent access 1o the patien! can easily be gained by
removing the 1apes holding the taiex on 10 the Yid and
releasing wwo quick release latches vhat hold the lid
down. The lid swings open gradually on gas strur

‘hinges and leaves the patient lying on the base and

head section, so that access 1o the head, trunk, and
arms and legs is possible. In addition, intubation or
ventilation with a facemask, or both, are facilitated by
the removal of one of a pair of head pillows. This allows
the patient’s neck to be fully extended. Patients
breathing sponiancously have addivona) oxygen
supplied within a specially designed head hox that firs
over the head section or through nasal cannulas
(DeVilbiss, Feltham).

The chamber can be tilted with the head uppermost
by between 10” and 20°, and the patient can be nursed
prone, supine, of on his or her side and he moved
between these positions, The roddler and infant
chambers are used on bed or cot bases and the neonatal
chambers cither on 3 platformn incubator or on a
modified incubator base (Horner and Wells, Chelms-
ford, and Vickers Medical. Basingstoke) which provides
the circulation of warmed air, servo controlied 10 the
ambient aiv wmperature within the chamber. This
development is partcularly important for preterm
infants with the respiratory distress syndrome, altowing
them 1o be nursed naked within the chamber,

Subatmospheric  pressure was produced by a
specially designed unit (DHB Tools, Leamington Spa)
incorporating an clectrical fan, a safery valve ser ar ~490
cm H.0, and a control to adjust the airflow. The first
developed sucrion units provided only a cominuous
airflow, but the addition of a twin valve system allowed
the provision of interomittent {urger negauve pressures
(settings most used were — 18 cm H;0 10 - 30 cm H;0;
superimposed on t¢ a constany background pressure
rusually - 6 em HyO o - 10 em H,O). These can be
provided between one and 60 times 4 minuie, with 2
variable rado between the inspiratory and expiratory
tmes. Commonly used stuiings are 20 breaths/mun
with 4 ratio of inspiraiery © expiratory times of 1:2.

The suction umt is connected to the chamber base by
a short length of hosing. The pressure developed
within the chumber Is monitored by means of 3 purpose
builr electromc monitor (Macch Designs, Dunstable)
with appropriately set alarm hmue, Figire 2 shows the
analogue output of the peessure monitor and the



pressure changes generated within the chamber. In
infapls receiving imtermittent pegative pressure
venulation the presence of a constant background
negadve pressure prevents any large to and fro body
motion with cach breath,

PROTOCGL FOR USING NEGATIVE EXTRATHORACIC
PRESSURE IN RESPIRATORY FAILURE

All patients were continuously monitored with a
validated pulse oximerer” {Nellcor, California) and
Sa0, matntained between 92% and 95% before 1erm
and 95-98% afier term, The inspired axygen concen-
tratives required to achieve these values were measured
while the infant was asleep or quict with a calibrated
oxygen analyser placed by the infant’s nose in a head
bax; if the infant was intubated the oxvgen concentra-
von delivered by the ventilator was measured. In
addition, depending on the conditon of the patient,
the following variables were continuously monitored:
electrocardiogram, systeraic arterial blood pressure,
transcutancous carbon dioxide concentration (Hewleu
Packand with Dreeger elecurode, Uxbridge), and core
or peripheral temperature, or both, Arwerial or cepiral
venous blood samples for measuring pH and validating
wranscutaneous carbon dioxide concentration were
taken before starting treatment and, depending on the
severity of respiratory failure, at variable intervals after
starting reatment.

Ceontinusus extrathoracic pressures of berween —6
em H;0 and -- 10 cm H;0 were instituted over several
seconds. In the patients already receiving positive
airway pressure ventilation the positive peak inspira-
tory and end expiratory pressurcs were reduced by the
magnitude of negative pressure used. For example, an
infant receiving peak inspiratory/end expiratory airway
pressures of + 30/4 cm H,O would change to +22/0cm
H,O inuncdiarely before 3 consiant negative pressure
of —8 cm H ;0O was applied. In some patients receiving
high rate positive airway pressure vemtilation it was not
always possible 10 obtain end expiratory pressures of
O am H,0, values of +2 cm H,0 1o +3 em H.O being
accepted. On surnting intermittent pegative extra-
thoracic pressure ventiladon in pauenis who were
wntubated the positive airway pressure would first be
disconunued including any end expiratory pressure,

leaving only a constant flow of humidified gases down
the epdotracheal tube.

In the sickest patients full nursing care and physio-
therapy could be performed while negative pressure
was maintained. In the less acute cases of respiratory
failure the chamber was apened every 4-12 hours for
feeding and parental contact. While patents were
receiving negative pressure feeds were given through a
nasogastric or nasojcjunal rube.

To remove the padent from the chamber, when
feasible, the negative pressure was tailed off slowly
over 5-15 minutes 10 aveid s suddem fall in lung
volume. In infamis previously receiving positive
pressure ventilation airway pressures were increascd
appropriately —for example, a patent receiving 15/0
em H,0 would change 10 23/5 om H,;0 on discon-
tinuing negative extrathoracic pressure of ~ 8 om H,0.

On exxubagon an infant would usually be kept on
either continuous or intermittent negative exurathoracic
pressure for a minimuna of 24 hours, As the patient’s
condition improved, increasingly longer umes were
speni out of the chamber and the pressure was
gradually reduced 10 between —4 cm H;0 aod -6 cm
H;O. The treatment was discontinued when no chaoge
was noted in inspired oxygen concentration with or
without negative pressure. .

When the patient’s condition allowed, parents were
encouraged to learn 1o take part in nursing heir child
both in and out of the chamber . The parents of patienis
who were 1o conlinue treatment at home had training
in the usc of the negative peessure respiratory support
system and a transcutaneous oxygen monitor { Kontros
8218, Watford).

Results

Table 1§ shows the concentrations of inspired nxvgen
required to achieve the previously defined arveriat
oxygen saturation before and after applying negarive
extrathoracic pressure. Table 11 shows the outcomes
in the patienrs. Seventy five infants required reductinns
in inspired oxvgen concentration fwo hours after
starting reatment (range in reductions 4-50%, median
15%) and 74 reguired reductions after 48 hours (range
2-79%, median 20%). The greatest reductions in

.a:,s t1— Inspired oxygen concentrations { percensages ) according tw diognosis in 88 infanty before and after start of neganive exsrathoracic pressure

Iospired oxygen concentrution

Na ol
Duagnests patients Befors Aler 2 h Afer 48
Broochopaimonsry dvsplasia 47 Samucls and Southall'
Neonaal respiraiory distress syndrome 3 40,60, 100, 100, 100, 100, 68, 100, 100. 10,55, 35, 8%, 83, 30_ 49, 70, 90, 1,30, 21, 100,783, 30, 100, &3,
00, 100, 1o, 1% BD, o0, 87 55 97,95, 5p, 28
Phrensc neree paisy 2t 30,30, 40, 00, 60, 48, 30, 00, 60, 46 30, 30, 30, &4, 50, 36, 3 v, . 50 30,20, 21 60, 25, 30,1, 60 65, K
Bronchiobiis or othma H 30,30, 30, 30,100, ¥, 100 21,21,121, 30, 55, 30, 80 21,24, 21 20,95, 21,28
Myapathy 3 30,40, 21, 40, 611 15,3021, 3.4 21,21.2,21. 0
Camplicatiang of cordine spmery 2 s0.2 9,21 e
Pocumonitis 2 1040, 100 is. g6 3,58
Congenial aleaolar hypaventifatios syndrome : 10,40 36,30 30, 2%
*Died,
TABLY 11 —Oncome of wreatment with negative exorathoracic pressure in 8% infants
Mu wih reducsion in inspired Properrien of Nedisharged
3 oXvEen Concentation wfter patlerns receiving hoox Curatian o
) ) No ol - PAPV whe Nenf IR ireabsneny
LHagnesis patients b W were extubated deatlrs trequmenit (davy}
Bromepopubinomary dyspheste 47 <3 44 813 2 nn 47
Neangial rospioatory dusrrest Siadoore i3 i3 ¥ 64 4 5 iy ’é
Plareniv mave ply {pastnperaiive 3 s $ 78 3 e i
ronchwditis or ustbera 3 & ; wi 1 ¢ 360
.\}i\'npa}by} 5 4 3 37 3 2k ,;m
Complicsuon: of cardiae surgere 2 i ] 23 1 H dand§
Preumoring 2 H M [ G 2 Tond 14
Conaenstal alecular hypoventilenon syadonme K i 1 pidd ] 2 :é wnud 236
P! 8 i 74 2540 Lo FERS 323

FAPV « Panlibvr nitway prossure venriiaron



inspired oxvgen were found in infants with the
neonaial respiratory diswress svndrome and pocumo-
witis {range 5-45% (median 20%) at two hoars and 3- 79%,
(35%) at 48 hours). Results for the infants with
bropchopulmonary dysplasia arc given elsewhere.™

Of the 14 infants who required no reduction in
inspired oxygen coocentrations after 48 hours, one
underwent plication of the diaphragm (unilateral post-
operative phrenic perve palsy), two were extubated
and were given long term intermittent negative
pressurc ventilation. and 11 died.

Five patients were given intermittent negative exira-
thoracic pressure: two with bilateral phrenic nerve
palsies, one with 2 metabolic myopathy and two with
the congenital alveolar hypoventilation syndrome. In
all five cases arterial carbon dioxide pressures were
mainiained within the normal vange for besween 12
days and pine months.

{n a total of 59 infants carbon dioxide pressures were
measured just before and shonily after searting con-
tinuous or intermitient negative extrathoracic pressure:
21 showed a reduction in values (range 0-6-8-9 kPa
{median 2-0 kPa)}, 30 showed no change (05 kPa),
and eight showed a tise {range 0-6-5-1 kPa, (median 2-1
kPa}).

Of 40 patients intubated at the start of treatment,
extubation was facilitated in 28 and 24 survived.
Longer term respiratory support with negative extra-
thoracic pressure was provided 31 home in three
padents with bronchopulmonary dvsplasia, one patient
with bilateral phrenic nerve palsics. onc with congenital
myapathy, and one with the congeniral atveolar hypo-
ventilation syndrome.

A twial of 34 infants died: 29 from respiratary
faiture, three from congenital heart diseasc, one from a
cerebral periventricular bacmorrhage, and one from
necrotising enwerocolitis. Four patients who were in-
wbated were sble to be extubated before dying of
their respiratory diseasc. ln wwo patiemts with
myogpathy treaument with cantinuous negative pressure
was electively discontinued; both subsequendy died.

Qbservation of physiological variables showed that
there was a consisteny fall in heart and respiratory rales
on starting negative exirathoracic pressure.™ Systemic
blood pressure usually remained unatfecied, akkhough
there was an increase in some infants recciving positive
airway pressure when the peak and end expiratory
positive pressures were simuhianecusty reduced. Inthe
more acutely ill patents the bemeficial effects were
evident each time negative extrathoracic pressure was
given. As respiratory failure resolved the improve-
ments resulting from the meaiment remained even
when negative pressure was not used, and this dictared
the time ar which weaning could be pursued.

Chest x ray films showed improvements in the fung
fields a1 varving tmes after negarive extrathorsacie
pressure was started. Most evident was the resolution
of diffuse, soft shadowing. In bronchopulmoenary
dvsplasia hyperlucent and cystic arcas did not enlarge.
No preumothorax or other evidence of air leak was
seen after starting treatment. Pulmonary vascular
murkings showed no clearcut changes, although
cardiomegaly from right sided heart failure often
resotved. Patients seemed 10 be more setiled and
showed less respiratory distress afier starting respir-
arory support with negative pressure, Over long periods
{up 16 six monihs} treatment was often given only
overnight and was well wolerated by paticnts. Parents
rapidly learnz ro place and care for their children within
the chamber.

Potential complications such as fluid reestion.
intratheracic #iv leak, and gastro-oesophageal reflux
with aspiration were not experienced. In additon, «
pre-existing pneumothorax did not prclude trestment
being effective. Upper airway obstruction becume

——

e

ewvident in only one infant who had bronchopulmonary
dvsplasia and required wacheostommy for subglotiiy
stenosis after extubation; the tracheostomy sull allowed
an effective neck scal 10 be obtained. Neck soreness
was po! encountered ooce the most appropriate
matcrial 10 lie between the latex and the neck was
found and adopied (see apparatus). Both the neck seal
and the modified incubator base overcame problems
with cooling in the smallest infants { <1000 g).

Discussion

{rrespective of the pathophysiology resulung in
respiratory failure {excluding upper airway obsiruc-
tion) we have shawn that the application of aegative
extrathoracic pressure is 4 practicable, non-invasive.
and effective form of reatmem. Negative pressure
respiratory support dates back 1o 1838, but it fell into
disuse because of technical reasons: airway obstruction
and sorencss from the peck scal, heat Joss, and
difficulties in access. Access was difficult in carlier
versions of the chamber because vhe patient’s head had
10 be inscrted through an iris diaphragm within a rigid
aperture, Our system has overcume these problems.

The absence of airway invasion, case of usc by
nursing staff and parents, and the recent availabality of
continuous non-invasive montloring equipment has
made this technique for respiratory support particu-
tarly suirable outside intensive care and in nos-indus-
triatised countries. In addition, there are physiological
reasans why negative extrathoracic pressure lung
inflation may be preferabic 1o positive 2irway pressurc:
these have been documented in both animal experi-
ments and clinical practice.” ™"

Cuntinsous negative exrrathoracic pressure snd
continuous positive airway pressure both increase
wanspleurat pressure, thercby helping to splint open
small airways and alveoli and re-cxpand atelectatic
regions. Sysremic oxygenation depends. however, not
only on alvevlar expansion and diffusing capacity but
also on adequate pulmonary capillary perfusion with
marching of perfusion tu ventiiation. Positive airway
pressure reduces cardiac output,”* prabably by im-
puicing venous return to the night airium and by
mncreasing pulmonary vascular cesisapce. Thus at 2
certain unpredictable point® inereases in positive
airway pressure may caose a {3l in effective pulmonary
blood flow with a resulting increase in ventilation-
perfusion mismatch’ and worsening of bypoxacmia.

Negative extrathoracic pressure, however, ICFEasts
thoracic volume with fess compression of vascular
strucrures and consistently reduces pulmonary vasculer
resistance,” * purdcularly at the pressures used in our
patients. In addition, it may dilate pulmonary capil-
faries and improve ventilauon-perfusion mutching.
This may explain its cecently reported value in per-
sistent pulmonary hvpertension of the newborn.”’

Bancalari &1 af reported the physiological ctfects of
Pegative exteathoracic pressure in iofams with the
neonatal respiratory distress syndeome.”* They showed
a rise in arterial oxygen pressuce, a fall in munute
ventilation, and no change in arterial carbon divxide
pressure. Our resulis confirm the effecis on pas
exchange, and work in progress supports the jdea that
negative extrathoracic pressure has predominant eifects
on ventilation-perfusion matching. The changes in
carbion dioxide concentrations, however, suggest that
an increase in alveclar vestilaton does accur in some
patients. {n addition. ouc observadons that some
parients maintain good respiratory function during the
duv when treated with negative pressure at night
suggests that other mechanisms may aise be aperaiing.
Anincrease in the patent’s functional residual capacity,
an increase in lung compliunce, suppoct of a compliant
chest wall, or 2 reduction in diaphragmatic fatigue may

o




all occur as a resulr of inflation of the lung under
negative pressure.

In hyaline membrane disease constant negatve
extrathoracic pressure has been compared with nasal
positive airway pressure.® Both were effective, although
negative pressure produced a more rapid improvement
in oxygenation, This may have arisen partly because
negative pressure produced a8 more defipitive change in
trauspleural pressure than a technique relying on the
transmission of positive pressure through the nose. lo
addition, ventilation to perfusion matching may have
been enhanced by negative pressure support as
discussed above.

The presence of an endotracheal tube is associated
with increased bronchial secretions, impairment of
ciliary clearance, mucus plugging, and upper airway
wauma. It also increases the risk of airway and
parenchymal infections. All of these factors may
contribute to a continuing need for respiratory support
after the acute condition has resolved. Botb our
experience and that of Mokrn and Bancalari has
supported the idea that early initiation of treatment for
respiratory fatlure will reduce the need for intubaton.’

Non-invasive means of respiratory support will
reduce the incidence of factors that contribute to
chronic lung disease, particularly in preterm infants.”
Fanaroff e af reported that infants with the respiratory
distress syndrome trested with negauvc extrathoracic
pressure had less need for positive airway pressure
ventilation and a shorter need for supplemental oxygen
than infants treated with oxygen alone.’ Monin et af
compared intermittent negatuve and positive airway
pressure venilation in 113 infants with the respiratory
distress syndrome_© There was equal oxygen exposure
and no difference in the incidence of patent ductus
artesinsus, mtracrania) haemorrhage, or roortality but
a significant reduction in the incidence of pneumo-
thorax and bronchopulmonary dysplasia in those
trested with negarive pressure.

We cannat state that our system of ventilation is
better than other forms of respiratory support. We
measured blood gas concentralions and survival, butas
we had nocontrel groups interpremtion of the results is
limited. Our system was developed over rwo years and
appopriate historical controls for the treatment of
patients in over 20 centres is not appropriate. We have
shown, however, that our svstem is an effective and
safe respiratory support that can be managed by
nursing saff and parents in intensive care units,
general wards, and 21 home. Randomised controlled
trials in nconatal respiratory failure and in infants stifl
dependent on oxygen of positive airway pressure
ventilation, or both, at 28 days of age are now in
progress. Their conclusions may have important
implications for the furure management of respirstory
failure in infancy.
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" measuring°a proportion- of fetal haemoglobm as carboxy_ haemoglobin.. For 19 infants and

"’  difference of 27 comparisons was 1:8% (2-1). .Cnmnansgn_nf..SLQ_«.P__ﬂd PaO: measuren.ents in

Archives of Disease in Childhood. 1981. 62, 882-838
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Pulse ox1meter and transcutaneous artenal oxygen
measurements in neonatal and paedlatrlc mtenswe

sor

D P SOUTHALL *S B!GNALL‘: V A S‘I’EBBENS J R ALEXANDERW R P A Rl\«LRS +
AND T LISSAUERt . .

’Dcpanmem of Paediatrics, Cardtorhomac Insmme Bmmpton Hosprml Fulhum Road Lam.em .
*Department of Paediatrics; St Mury's Hospital Medical Schodl. London, and ;School of Mmhtmaucs
ASmrm:cs and Compmmg nmm Paluechmc‘-“ London e RPTTI: DT

Pu!se ‘oximeter, (SaO-,P) _measurements were compared \mh dm:cx aneral line’

- _oxygen saturation ($a0a) from co-oximeters in 92 instances in 43 patients. _and with anc.ial line -

oxygen measurements (PaO.) in 169 instances in 81 patients. The mean (SD) absolute dif’erence:.
“between SaO:P and Sa0. was 2-6% (2-4) after attempt to correct. for the \co-oximeter falsely

children =5 months old. who have very lintle. feral haemoglobm..thc mean (SD) . ansolute:

<9%0% on 40 ns.In: 24
WWIMWLMM In 23 infants
undergoing neonatal intensive care. transcutaneous. oxygen monitors were compared with
arterial PO, measurements in 60 instances: The' mean (SD) absolute. dnﬁcrencc berween PaOa -
"and transcutaneous Oxygen measurements was. 1-60 kPa (1-73). Ten of the 60) compansons had-

jeriera) Medical G

O Dngsnal was a Photoccpy

dlffcrcnces >2. 67 kPa and three >5-33 kPa (maxlmum 8-40 kP3a).

enation but further studies are

needed 1o confirm its_safety_in premature infants at_risk of_ retinopathy of prematurity.

Information concerning the adequate uptake. trans-
port. and unloading of oxygen is vital in the
management of infants and children undergoing
intensive care. While indwelling anerial lines can be,
used to obtain these data. insertion of catheters may
be difficult and cause discomfort and serious side
effects: thrombosis and blood loss may occur.
Samples taken by stab give unreliable data and the
procedure is painful. Correction of the anaemia
caused by repeated blood sampling is usually
achieved by transfusion of adult hacmoglobin. By
changing the position of the oxygen dissociation
curve. these transfusions may compromise uptake of
oxvgen in the lungs if there is a low alveclar PO, To
overcome the problems inherent in repeated blood
sampling heated transcutancous- PO. monitors
(TcPO-+) have been widely adopted. Although over-
all correlations between TcPO. and anerial PO,
{Pa0-) are high.'™ a considerable proportion of the

comparisons reporied have shown differences be-
tween transcutancous and anerial line measyre-
ments. This is panicularly important when these
monitars have been used for climical rather than
research purposes.” * " Lack of agreement between
TePO, and P3O, measurements is particularly likely
in infants older than B weeks’ and when skin
perfusion is poor.” ¥ To compensate fur these
errors it is the policv in some intensive car~ units.

tncluding ours, to_validate TePQ)- measurements

using samples from arterial line.

In other units, however. TcPO- values are re-
garded as reliable enough to direct changes in
inspired oxygen concentrations and mechanical ven-
tilator management without such validatior.

In this study we report our experience with pulse
oximetry (§,0,P) and TcPO- measurements in the
monitoring of oxygenation in neonatal and paedia-
tric intensive care.
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Patimts and metbuds

- A total of 8S mfams and chﬂdren were sxudzc&

neéonata) intensivé care unit a1 St Mary's Hospital.
:Their ages mngcd from 1 10 47 days. gcstanona! age’
at birth from 24 10 40 weeks: and bxrth weights from -
690 10 3970 g Most of them (99%) were reccmng
additionial inspired- oxvzcu. W% were bcmg venti-

uﬁdergomg trealment at the. Bmmptoa Hospﬂal 53"

uration. In (hns lechmquc"' i hzht of two *

thc suriaoe af the skia. On the opposite. side of the

pulsatilé (arterial) light absorption measured.” The
technique is: independent. of skin: colour.- thickness:

"apphcauon site is cold. even if putsanons are
present. and the instrument cannot work in the
presence of very low artenal blood pressures.
Audible alarms can be set for jow saturation
readings and for high or low heant rawes. The
amplitude of the light plethvsmograph used 1o
calculate each saturation value is displaved on the
front of the machine as a linear arrav of diodes
emitting light. The calculation of saturation by the
oximeter was expressed as an average over a
particular time period: an average of two to three
seconds of data was taken in this study. during which
time the anerial waveforms had to be of adequate
quality—that is. resemble blood pressure waveforms
and. be of adequate amplitude compared with
baseline noise. For most of our comparisons the
analog outpui of each arterial waveform was ex-
amined on an osc:lloscope ‘

_’chxld s fmgtt 1oe. of fateral side of thé hand or foot”
- in"a position ‘which. maiched the arterial line. thus

.- . avoiding: possible: errors. caused by imtracardiac or-

ductal shunts. The sensor was covered. with a dark

Twenty. four. were. undergoing treatment: in- the..

lated 'nd 12% \\fere recemnz connnumn posuwe;*

g pacdlatnc intensive care: and elght' .

wavelcneths is uansmmed through a nssue bed from;-f

!
. terms of the intensity of the. hghx sourcc) and anlvn

or texture: : The- Tesponse: time is affected if the -

.The pulse cmme!er sensor was atiached to. the: .

S . Pulse oximeter. and trunscutaneous arterial oxvgen meusuremenis 883

blue mitten or sock 1o reduce the effect of ambiem
light. panicularly during phototherapy.

PaQ, measurements from the arteriaf line samples
were made on autocalibrating blood gas analysers

» {Coming 178 and Radiometer. ABL) within. two

“'minutes” of sampling. Calibrations were checked
" daily’ by chemical _pathology 'technitians againgt -
st:mdnrd m'crencc solutions at three levels, Snmplc(
. of. biood from’ arterial .lines were: analysed for
oxveenated” and reduced” haemoglobin. carbox»
haemoglohm and methaemoglobin on co-oximeters -
(Commg 2500 or 1L2RY). also within two minutes of
sampling: These i instruments were calibrated against
ccmro! solutions once- daily.. -
" Pulse oxlmclef measurements wcre compared,

s Qwuh ‘anterial line' POy concentrations on' 169 in-
stances in, 81 patients, -and with arterial line-satura- . ... .2

“tion’ measurcmems ‘Corrected for methacmozlobm o

Mcasuremcms of TePO» (chlcu Packard.‘,
78850A. Radxomctcr TC'V!’O Kontron 820, and

«44°C and the sites for compansons were chosen to

‘ a\.o:d inconsistencies that could result from a- right -

10, left shunt: Al TcPO;. sensors were. applied by-
!tamcd nurses, _and were recalibrated before eachA
; Vintervali} " for dach’
pauem No mfanl was allowed 1o lic on the sensor..

TcPO-; monitors. were used only. in 1hc neonatal‘"" S

mtcnswc care. unit... . .
* Medsurements- of TcPOw were compared wnh
arterial line PO; measurements in 60 instances on 23
infants (mean age 10-5 davs. maximum 47 days).
When comparing alternative methods of measure-
ment. correlation coefficients mav be of interest but
I many cases are musleadmg so they were not
include on

the assumption thal measyrements from arténial line
samples are more accurate than anv other method.
he puise oximeter measures oxvhaemoglobin as
a proportion of the total functional haemoglobin
present—that is. only oxygenated + reduced
haemoglobin. Co-oximeters also measure meth.
aemogiobin and carboxyhaemoglobin. and these
must be taken into account when comparning pulse
oximeter and arterial line sampié measurements.
With samples from infants younger than 3 months. a
variabie is the unknown amount of oxygenated fetal
haemoglobin present. Although this is a functional
haemoglobin and is treated as such bv the puise
oximieter.” part- of the fetal haemoglobin is falselv
estimated ‘a5’ carboxvhaemogiobin. by both co-

- oximeters. The. proportions of fetal and adult.

haemoglobin. together with as vet undetermined
factors, have been shown to affect the relation

S A e ,—
A
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rbox haemozlob&_ on, 92 instances. - 43 L -

Novametrix 850).were made at skin temperatures of
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Bulse oximeler and transcuigneous orierial oxygen measurements 385

ment would be better obtained by using a non-
spectrophotometric method of measuning arterial
blood sample oxvgen saturation—{or exampie, from

 difect, measurement. .of oxygen contemt.. ..

- Over the steep pan of the dissociation curve, thc
mast important part. of the reading in ill potients -
* with probiems associated with tissue oxygenation or

* the uptake of oxvgen from the lungs. the quantity of
. .oxygen transponcd in the blood, and the availability -
*of oxygen' are more usefully reflected by oxygen

. saturation than by PaO. In the presence of fetal
haemoglobm where the’ curve is shifted to the lef. -
- 5203 may be adequatc at refatively low values of .-
PaOs. and ificreasing the PO may not increase the

“haemoglobin present oxygen saturation may be 95% o,
‘at a- PaO; of 6-67-kPa. When'the curve is shifted 10”
the- right. as in. acidosis. with increasing tempera- -
" ture.” or: following' transfusion of adult -~ blood.
- optimal availability of oxvgen to tissues may. require
relatively higher PaO; values: Under these circum-

" stances; a-Pa0sl of l" 7-kPa may be reqmred 0.

When care is taken to use only high quality arterial

waveforms. pulse oximetry is 2 useful. non-invasive
technigue and represents a considerable advance in
monitoring oxvgenation in infants and children
undergoma intensive care. Our experience is similar
to that of others.” '™ but this study has highlighted
the problem of measuring fetal exygcnatcd haemo-
globin saturation in infants under 3 months old when
validation of SaQ.P is seriously limited by the
inaccuracy of the co-oximeters. After an empirical
correction for the false measurement of a proportion
of oxygenated fetal haemoglobin as carboxy-
heamoglobin. the meart absolute difference between

- 33a0.P . and Sa0. was 26%. When comparisons

were limited to an age at which fetal haemoglobin
conccmrauons were low. the mean absolute differ-
ence was- 1-8% and etcccdcd 4% m four of 27
compansons. .

: Recently correcnons accordmg to the propomcms_'
- of fetal hacmozlobm have been’ published by Corne-

;o lissen” et gt and-Ryan ei af:'? Nevertheless: we'
“suggest that m futurc studies the buse line measure- -

*

o D . PR .

howcd dxffcrcnces of >" 67 kPa Three compan'x
sons on hrec dlffcrem mfams showed dlfferences

“ provide 95%’ saturation.. the saturation b-:mg onlv

.70% at a PaOs'of 667 kPa.,

‘As’ far._ as clinically - unponam hvpoxaerma is
canccmed. analysis: of 'our: data shows:that in 46"
instances with a Pa0s <6-67 kPa. oxvgen saturation,,
+was <90% o 30 occasions: Figure. 3 shows that the ,'
steep part of the curve begins at about %0%. We
- suggest ‘that values less than this should be avmded
i yoiding hvperoxaemia® when -
mmmwumza_o%.
.major concern.in neonatal intensive care because o

rematurity’ —; a large

i | change in PO- can occur in the
presence of small or. in the case of | 210

mmxuusguw% In this respect. “Tepo;
could provide a more rehable indicator of hyperox-

aemia.
s as
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was reassuring to note that using pulse oximetry in
the 24 instances when Pa0; was 2100 mmHg. the
SaQ.P was 298% on 32 occasions. Nevertheless. in
the presence of additional inspired oxygen or
CPAP. our data suggest that 10 avoid PaO, values of
>13-2 kPa in newborn preterm infants true arterial
oxygen saturation values of >95% should be
avoided. In our data from patients over 5 months of
age the co-oximeter exceeded the pulse oximeter by

. 2% or less in 85% of instances with a mazimum of

7%. This relatively small quantity of information
from older infants does suggest that pulse oximeter
values of 90% should avoid hyperoxia: Neverthe-

~ less. more investigations into the calibration and
" validation of pulse oximeters for use in neonates are .

required:  Without - additional inspired oxygen.
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. over a long time: period should theoretically de-

886 Southall, Bignall, Stebbens. Alexander. Rivers,

Sa0-P values in healthy normal infants are often
>98%. and this safety level of 91% is only relevant
when_additional oxygen is being given. '
- In practice it is vital that the opcrator appreciates

. the number of arterial pulse waveforms (or the time) .

~ over which the pulse oximeter is averaging satura-
. tion. Measurements of saturation averaged. from

crease errors and dampen any shon term oscillations
in’ saturation: Long: lerm’ average’ measusements |

.. will, however. provide accurate readings only if all
- of the waveforms are of adequate quality. Measure-.

ments made_more often over short’ average times

- ‘should avoid this possible source of error: and are-

probably a safer way of using this instrument. 1l is
" essential that thé quality of all waveforfis used to”
- derive:a pasticular’ saturation. value are adequate..
Fig. 5 shows the kind of artefact that may ‘result’.

" from inadequate: waveforms. The monitor used in-
~.. this present study provided a bouncing light display

to- indicate the- quality of each. waveform: we

;- consider that this may be insufficient.:A° monitoring. .
. . osciliéscope_showing: the quality of the waveforms
on which. the calculations  were based: would be -
_* useful.. Alternatively. 'the -analog: output: of the.
~ . arterial; waveform: signals could be. displayed on ..

ECG monitor. at the bciiusid'e'. LT

tions between TcPO; and arterial line PO measure--

~ « mentss and-.the. lack- of reliable. comparisons: by
. clinicians as distinct from research workers has been

" well ‘documented.” $® Fanconi ei aF ‘reported at
mean  absolute difference of 0-93 kPa (range
~1-87 to +6-53). with 10 of 108 values differing by
>2.67 kPa. and Kraus f al reported that about 20%

[1@'
80
Pressure capsule

Acrterial pulse waveform

59

und Lissauer

of values differed by moreé than 267 kPa." Similarly
our data (fig 4) shows that 10 of ¢} comparisons
differed by more than 2-67 kPa. and three of 60 by
>5:33 kPa. (maximum 8-40 kPa): Inexplicable and -
clinically relevant differences between TcPO:'and -
P20, measurements have been identified.” and our.
study confirms thai TcPO: measurements must be:

_validated: frequently. and that changes in inspired

oxygen must not be based on. TcPO: alone but”

always: checked by blood. gas analysis. ... 0.

TcPO- measurements are known.1o become less

refiable as patients get older.” and they are unsuit-:
able for older. preterm infants with chronic jung-
discase: who are receiving - additional.. inspired..
oxygen. Pulse oximetry may be particuiarly valuabie -

in thig group. -~

_ Potential advaniages’ of the pulse: oximeter in--
clude the rapidity of achieving a meastrement after
the probe has been applied. the internal calibration: .
the lack of skin heating. and the fact that the

characteristics of the arterial waveforms’ indicate

whether. the probe has been correctly, applied; This..,
last - advantage is parncularly. important: TcPO.”
electrodes. do not have this capacity:: . .-~
. The major disadvantage of the puise oximeter is-
its susceptibility to anefacts caused by movement.

" This. is" probably” inherent: in” thé'. “transmission®

v - Previous, investigators'T! have eximined cotrela- ;.. method and:may be difficult to overcomne. While the ..

babies were crying. squirming. or having seizures.”
when Sa0. may well fail, the monitor was unable 10,

“identify satisfactory arterial waveforms'. ior “the

measurement of saturation. Fig 6. illustrates short
fived episodes of true arterial hvpoxaemiia during
short apnoeic pauses and periodic breathing in
normal preterm and fullterm infants. which may
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Fig. 5 Recording of healthy fullierm iéfm‘u aged 3 months in mode 2 of pulse aximieter: dip in uxygen saiuration 1o dmost.

60% withows an apnoeic pause is due 10 ariefact.
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after each uphoeic paus

produce many low saturation alarms. To overcome . .
this: problem'it’ would be necessary 1o be able-tor
- measure the duration of the hypoxaemia. or track a:’

breathing ' movement signal. so that episodes of
hypoxaemia associated with short apnoeic pauses
and periodic breathing could be differentiated
from persistent baseline hypoxaemia. or from
hypoxaemia associated with prolonged apnoeca.
Other problems include the difficulty of being sure
that the arterial waveforms are adequate and the
relativelv high cost of the probe: this may lempt
nursing staff to use them on more than one
patient. so increasing the risk of cross infection.
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Trialists should tell participants results, but how?

Calls for dinical trialists to be more accountable to study
participants have given fresh momentum to the long-
standing bioethical argument that those who consent to
enrolment in research have a right to know the results. A
study presented at last week’s 5th European Breast Cancer
Conference added to growing evidence that research
participants covet this right: 98% of 1431 individuals
enrolied in the Taxotere as Adjuvant Chemotherapy (TACT)
study requested the trial's results. But although this
practice has been promoted as a key part of ethical
research, implementation remains patchy. Why? Because
the issue is not as simple as bioethicists make out.
Individuaks’ responses to trial results can be varied and
sormetimes very negative, depending fargely on how they
interpret the results in terms of their own health. Choosing
an appropriate method of conveying the message can
ameliorate some of the problems, but little research has
been done on what approach works best. The TACT study
attempted to darify this uncertainty by asking participants
about their preferred communication method: post,

Sour
In the late 1990s, the UK Department of Health asked Rod
Griffiths to investigate whether David Southall, Martin
Sarnuels, and their colleagues had done a dinical trial in
newborn infants with respiratory distress syndrome
according to best practice. Some parents had alleged that
the trial was poorly supervised and that they had not given
informed consent for their children to be enrolled in the
study, which compared continuous negative extrathoracic-
pressure ventilation (CNEP) with standard treatment.

One of the recommendations of the highly controversial
Griffiths inquiry, published in May, 2000, was that the
children should be followed up to determine whether
CNEP is more harmful than conventional therapy.
Katherine Telford and colleagues, who had no role in the
ariginal trial, were commissioned to assess the long-term
data from the children, who are now aged 9-15 years. The
results of their study are presented in this week’s Lancet,
They conclude that there is no evidence of poorer long-
term outcome after CNEP than standard treatment.

Telford and colleagues’ study, together with Edmund
Hey's and lain Chalmers’ eardier assessment of the (NEP

telephone, or face-to-face consultation, However, the
researchers did not tackle the most difficult aspect of the

commuynication  strategy—helping  trial  participants
understand what the results mean to them.
Trial summaries do not, and cannot, provide

personalised information. But qualitative research has
revealed that individuals’ desires to know trial results may
conceal anxieties about how their trial-arm allocation
affected their health. individualised results—ie, unblind-
ing—and communication of summary findings may be
separate issues to researchers, but triglists must understand
that participants are unlikely to make this distinction.

The potential for extreme and negative responses to trial
results means that communication constitutes an
intervention in its own right. 1t therefore requires
appropriate evaluation, However, the debate will suffer if
abstract concepts of participant autonomy and rights to
knowledge are pitted in direct opposition to the perceived
paternalism of trialists. This delicate issue is one that needs
subtle, not sweeping, solutions. B The Lancet

all's CNEP trial more than stands up to scrutiny

trial in the BMJ in 2000, prove that the trial methodology
was sound; indeed, in many ways it was ahead of its time.
As Rod Griffiths notes in a Comment, David Southall and
the other investigators should be congratulated on their
trial, which has stood up to the dosest of scrutiny. it is a
sad indictment of the UK’s research oversight process that
it has taken so long to vindicate Southall and colleagues.

Some parents still maintain that they never gave
informed consent for their children to be enrolled,
although the GMC, the local hospital, and the police have
all investigated the daims. importantly, however, the
Department of Health has never attempted to answer the
criticisms of the Griffiths’ report, This drawn-out process
has been hugely damaging to the researchers, whose
careers have been put on hold for considerable lengths of
time, and to the parents of the children enrolled, anxious
to know whether their children received the best possible
care. But perhaps most importantly of all for children, the
long-term health of paediatric research in the UK has been
seriously darmaged because the Government failed to bring
this case to a close in a timely manner. & The Lancet
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Opportunity cost refers to the value of the opportunities
lost by aflocating disposable resources in a particular way.*
is paying for cholinesterase inhibitors, even if deemed
worthwhile for severe Alzheimer's disease, the best yse
of scarce resources? Without knowing more of the
opportunities forgone, we cannot decide. This issue is
outside the scope of the trial as reported, but faces
policymakers, administrators, clinicians, and families daily.

More meaningful outcomes are needed in dementia
trials. Before a trial starts, we should define what will be a
dlinically important outcome for an individual patient and
explore the use of outcome measures such as goal-
attainment scaling™ If not, we are doomed to never-
ending debates about the meaning of the tea leaves at the
bottom of the cup.

David B Hogan

Division of Geriatric Medicine, University of Calgary Health Sciences
Centre, Calgary, Alberta T2N 4N1, Canada

dhogan@ucalgary.ca

| have participated as a principal investigator in studies sponsored by janssen-
Crtho, Neurachem, Novartis, and Pfrer, and Thave received speakers’ fees from
Merck, Novartis, and Pfizer within the past 3years,
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Are any of the criticisms of the CNEP trial true?

"Paretils T
premature babies”

Tisted over hospital trale that ifled

Those who saw this banner headline on the front page of
The Independent on Monday, May 8. 2000,' could be
forgiven for thinking that something had gone seriously
wrang with clinical research in the UK, and with the
oversight of neonatal research in particular. The story
was triggered by a Government inquiry into clinical
research done in Stoke-on-Trent.’ Richard Smith, Editor
of the BMJ, was in no doubt at the time that “yet another
NHS [UK National Health Service] scandal” had been
yncovered.? "At best”, he wrote, "the episode will lead
to an overdue improvement in research practice
throughout the NHS. At worst, it will further undermine
public confidence in the NHS and doctors, and lead to a
profiferation of bureaucracy that will increase the
difficulties of doing research.”

Even though doubts about the reliability of the
Government inquiry* subsequently prompted Smith to
call for an “inquiry into inquiries”® many people,
incduding influential experts in research ethics and
governance,*” continue to believe that a scandal was
uncovered in Stoke. So had hospital trials killed

premature babies? No. The two-centre trial® compared
two ways of nursing babies with lungs so immature that
most would have died without respiratory support at
birth, yet four-fifths survived. Has The Independent ever
acknowledged its error? No. The paper’s Editor, Simon
Kelner, was still refusing to apologise for its misleading
headline when qguestioned by a Parliamentary Select
Committee 3 years later®

The article in today’s Lancet by Katherine Telford and
colteagues™ shows that, compared with babies assigned
standard treatment with a tube through the larynx,
marginally more of the babies whose lungs were kept
open by continuous negative extrathoracic pressure
{CNEP) died, and marginally fewer of the survivors were
disabled. Both differences are so small as to be well
withinwhat might be expected by chance. Unfortunately
this finding does not bring the affair to a close, because
some parents have been saying for § years now that
they never gave consent for indusion of their children in
the study. Whether their allegations are true remains
unclear,” but, like The Independent, some people made
up their minds long ago. The Editor of the Bufletin of
Medical Ethics, for example, has stated that: “The core of

www.thelancet com Vol 367 April 1, 2006
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the misdeeds in Stoke-on-Trent, that have led toresearch
governance and the governance arrangements for
research ethics committees, was that CNEP was used in

1y

research without parental consent.

The allegations that parents were misled and consent
forms forged have been investigated by the local hospital
three times; by the General Medical Council (GMC) twice;
and have even been referred to the police. None of these
investigations has publicly reported finding evidence to
support the claims. The fact that the Department of
Health has never responded to criticism of its inquiry has
not helped to reduce public doubts. Perhaps last
December's Court of Appeal judgment will force the
Department to do so. Allegations of serious professional
misconduct levelled against several doctors involved in
the CNEP trial have been under investigation by the
GMC for g years. The Appea! Court has now ruled that
the GMC should not have dismissed these allegations
without trying to ascertain whether the Government
had answers to the ¢riticisms directed at its report,” and
the GMC is having to review the allegations for a third
time.

As feared by the Editor of the BM], these allegations
have badly damaged public confidence in the NHS and
clinical research, and the proliferating research
governance arrangements that he predicted would

CNEP needs to return

We welcome the findings of the study by Katherine Telford
and colleagues’ in today's Lancet about the absence of
evidence of harm to the long-term neurodevelopmental
autcome of preterm infants treated with continuous
negative extrathoracic pressure ((NEP} in our randomised

www thalaner com Vol 367 April1, 2006

follow have done little to put this right. Unsurprisingly,
the allegations of research misconduct in Stoke have
also made many dinicians reluctant to take part in
research. 6 years ago, the editors of The Loncet and the
BM| said that the UK urgently needed a body capable of
investigating such allegations fairly, efficiently, and
fast.™ Yet these allegations still hang over the heads of
the 34 doctors who sought parental consent in Stoke
more than 12 years ago. it is high time that the public
received an authoritative statement about whether the
allegations are true or false.

*Edmund Hey, lain Chalmers

Retired paediatrician, Newcastle, UK (EH); and Coordinator,
James Lind Initiative, Oxford, UK {1C)

shey@easynet.co.uk
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trial. Support for babies andyoung childrenwith respiratory
failure is usually achieved by intubation and positive
pressure ventilation. However, this approach can damage
the immature lung, increases the risk for secondary
infection, and needs analgesia or sedation. in an atternpt
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Premature baby undergoing ventilation

to avoid these hazards, in the 1980s we developed new
equipment for providing respiratory support with CNEP?

Although our pilot work gave encouraging results in
infants and older children, we remained uncertain
whether CNEP would prove beneficial in preterm babies,
and in particular, prevent chronic lung disease. Therefore
we set up a randomised trial in 1989 to assess the merits
of CNEP and standard care in preterm infants in two
hospitals. The short-term results were published 10 years
ago? Although infants treated with (NEP had less
chronic lung disease than those treated in the standard
limb of the trial, there were no other statistically
significant  differences in outcome. The follow-up
published today suggests that there is no substantial
fong-term advantage or disadvantage to CNEP in the
very preterm baby.

it has become recognised that it is probably better,
and certainly simpler, to sustain lung aeration in
preterm babies by offering continuous positive airway
pressure (CPAP) through the nose, rather than by
providing CNEP around the chest. However. in more
matyre infants with conditions such as bronchiolitis,

cangenital diaphragmatic hernia, and phrenic nerve
palsy, we believe that CNEP can be a valuable means for
nurses and even parents to provide non-invasive
respiratory support. Accordingly, we continued to use
CNEP in our clinical practice during most of the 1930s*¢
in spontaneously breathing infants with viral
bronchiolitis, in which there i often nasal blockage,
which impedes the value of nasal CPAP.

As with our treatment of preterm babies, we planned
to assess in a controlled trial our strong impressions of
the value of (NEP for these older babies with
bronchiolitis. However, the treatment was associated
with such a clear and immediate reduction in the child's
distress, that, 15 months after our trial began, our
nursing colleagues refused to continve recruiting
children as they felt it was unethical to withhold CNEP;
so the study had to dose’ A retrospective study of
infants with apnoea-related bronchiolitis treated in our
paediatric intensive care unit has shown that they were
fess iikely to be intubated and treated with positive
pressure ventilation than infants in another unit that
did not use CNEP (26% vs 86%).*

Oyrdevelopment and use of this promising treatment
was halted abruptly in 1999. A woman campaigning
on behalf of parents accused of child abuse went to our
employers at the University Hospitai of Norih
Staffordshire and made serious allegations about our
child protection work, including the claim that we were
procuring children through the child protection system
to experiment on them. Although our hospital received
and found no evidence to support any of these
allegations, they suspended us for nearly 2 years while
the allegations were investigated.

The Government inquiry chaired by Rod Griffiths into
(NEP began a few months before these hospital
investigations into our research and child abuse work,
and used the same organisation—the Midlands Health
Care Network (MHCON)—to investigate the research
issues. Instead of examining the veracity of the
campaigner’s allegations, however, MHCN spent less
than a week reviewing some of the paper records on cur
CNEP research and conduded: “It is the unanimous view
of the panel that there is a prima facie case for Professor
Southall to answer in respect of his competence as a
researcher at the most senior level. It was also the view
that the contents of this report should be drawn to the
attention of the General Medical Council, for their
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investigation of a public interest matter.” 2 years passed
before the condusions reached by MHCN and its
paediatric advisers were overturned by a more carefully
constituted investigation by our hospital®

CINEP was discontinued in our hospital in November,
1999, just before we were suspended. As a result we
fear that over the past & years many infants with
bronchiolitis presenting to our children's unit have
received unnecessarily intensive care.® Furthermore,
an editorial agreed that the development of CNEP had
been held back. It stated that our “call for a prospective
randomised controlled trial of respiratory support
strategies in the treatment of bronchiolitis related
apnoea is reasonable... However, given the well
publicised curtailment of activities of one of the principal
research active groups in this field, it may be some time
before such a trial sees the light of day”.*®

The Griffiths inquiry had other harmful effects. it
seriously damaged the morale of the children’s ynit. The
senior nurse who had meticulously overseen the data
collection and treatment of babies in the (NEP trial
became so stressed as a result of the allegations that she
retired early and no longer practices as a nurse. We also
consider that the failure to develop CNEP equipment has
meant that infamts in developing countries, whare
intubation and therefore intensive care is unavailable,
might also have suffered.

It is now clear that Professor Griffiths was under political
pressure to find someone to blame, irrespective of the lack
of evidence that there had ever been any misconduct #¥
The damaging results of this political pressure and the lack

of due process cannot easily be avescome. At the very least,
we hope that our hospital will now allow our paediatric
departmenttouse CNEP for those patients likely to benefit,
and that we will be permitted to research and develop this
very promising technique further.

*David P Southatl, Martin P Samuyels

Acadernic Department of Paediatrics, University Hospital of
North Staffordshire, Stoke-on-Trent, Staffordshire $T4 606, UK
(DPS, MPS)

davids@doctors.org.uk

The opinions expressed in this Comment are our own and da not necessanly reflect
the views of the University Hospital of North Staffordshite. We declare that we
have nio canflict of interest apart from a wish to see (NEP bieing reintroduced.

1 TeMord K Waters L, Vyas M. Manktelow BN, Draper E5, Marlow N, Ouicorne
after neoratal continuous negative-pressure ventitation. follow-up
assessment. Loncet 2006; 367: 1080-85.

2 Samuels MP, Southall DP. Negative extrathoracic pressure in treatment of
respiratory failure in infants and young thildren, 8M11989;29%: 125357,

3 Samuels MP, Raine |, Wright T, et al. {ontinyous negative extrathoracic
pressure in neonatal respiratory failure. Pediatrics 1996; 98: 1154-60.

4 Raine}, Samuels MP, Mok Q, Shinebourne EA, Southall P, Negative
extrathosacic pressure ventifation for phrenic nerve palsy following paediatric
cardiac surgery. 8t Heart  1992; 67: J08-11.

S Hartmann H, Samueds MP, Noyes §F, Southall DP. Negative extrathoracic
pressura ventilation in irfants and young children with central
hypoventilstion syndrome. Pediatr Pulmonol 1997; 23: 155-57.

&  Klonin N, Carmpbell{, Hawthom |, Southall DP. Samuels MP. Negative
extrathoracic pressure in infants with cystic ibrosis and respiratory fallure,
Pediatr Pulmonol 2000; 30: 2603-64,

7 Matmann H, Noyes |7 Wright T, et 3l Continuous negative extrathoradc

pressure ventilation in infants with bronchiolitis. Eur Respir) 1994; 518: 379,

Hew E. Fleming P, Sibert ), Learning from the sad, somy saga at Stoke.

Arch Dis Child 2002; 88: 1-3.

g Ab-balkhi A, Klonin H, Marinaki K, et 3. Review of treatrment of brorchiokitis
related apnoea n two centres. Arch Dis Child 2005; 90: 288-91.

10 Hendersan |, Respiratory support of infants with bronchiolitis related
apnoea: is there a role for negative pressure? Arch Dis Child 2008, 90:
224-15.

11 Gornall}. Trial by media. Hospital Doctor March §, 2006,

12 Campbell 8. Special report-child protection paediatricians: registering
concern. Nursery World March 2, 2006,

2]

Southall and colleagues vindicated once more

The pioneering research of David Southall and colleagues™
has been subjected to unprecedented scrutiny, Southall's
work hasoften been at the cutting edge of knowledge and
he has ventured inta areasthat areinherently controversial.
He has made many important contributions to the
published literature and many lives have undoubtedly
been saved by his research.

Scuthall's use of covert videotape surveillance to
investigate babies who had repeated apnoeic attacks
showed dearly, and extremely uncornfortably, that some
parents deliberately try to suffocate their children
importantly, videotape surveillance was used only after
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social services and police had carefully considered every
case identified and decided that use of cameras was the
only way 1o confirm what was going on. Southall's other
waork on breathing control and on monitoring of babies’
cardiac rhythms has led to improved understanding of
sudden infant death.’?

The CNEP (Continuous Negative Extrathoracic Pressure)
study* received funding only after rigorous independent
scientific review by the UK Medical Research Council (which
gave itan alpha rating, but could not provide funding} and
the charity Action Research. Furthermore, these bodies
only considered the study after independent assessment

See Editorial page 1030;
Comment pages 1037,
1033, and 1037,

and Artides page 1080
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David Southall

of the science and ethics by a research ethics committee,
o which the lay public 2re not usually sleeping members.
Why, therefore, has Southall had to justify his actions to
the General Medical Council and the mass media?

For the (NEP trial, Southall and colleagues took an
emerging technology and applied it in a new way to
ascertain whether some of the adverse effects of
conventional ventilation could be mitigated. In the 1980s,
as now, chronic lung disease was a common and costly
consequence of positive pressure ventifation. There was a
suggestion that CNEP might cause less damage than
conventional ventifation and oxygen therapy to the
developing lung

Published in 1996, the report of the trial confirmed early
pifot results and shawed that babies randomly assigned
CNEP needed to be given oxygen for fewer days and
developed less chronic lung disease than those assigned
conventional therapy. There was, however, a non-
significant excess of death and intracranial haemorrhage
in the CNEP group. Concerns were raised by parents whose
children had died during the study perod or been left
brain-damaged, leading to a series of inquiries and
investigations intothe undertaking of thetrial and Southall
himself. Nore of the concerns has been substantiated. A

Government-requested inquiry, led by the then Regional
Director of Public Health, Prof Rod Griffiths, was done,
though it seems with less rigour than the scientific study$
Nevertheless, the findings of the inguiry indicated that
survivors of the trial should be followed-up.

The results of the follow-up are published in today's
Lancet by Katherine Teiford and colleagues.® who confirm
the absence of detriment to those treated with CNEP;
indeed, they suggest an advantage over conventional
treatment. Despite these findings, CNEP should probably
be reserved for older children with bronchiolitis because,
since publication of the original trial by Southall and
colleagues, other and improved techniques—surfactant,
nitric oxide, high frequency oscillation, and better
ventilators—have all reduced the need for ong-term
ventilation of premature babies.

The public must be protected from maverick researchers.
The inquiries into this case have shown that the systemns to
control research that were int place in Stoke-an-Trent and
the other hospitals involved in the CNEP study were at
feast as good as any at the time, and that Southall and
colleagues were not mavericks but careful and dedicated
researchers. The development of the bureaucracy that
surrounds research was underway at the time of, and
accelerated by, the highly critical Griffth's report.s Several
mlticentre neonatal trials in progress around thai Linwe
were defayed or unable to recruit enough patients to
confirm or refute well-designed research hypotheses?
Public condemnation of Southall probably contributed to
the failure of these studies. We hope that the current
review of research governance will not deter future
generations from participating in vital research.

Southall and the members of his team have come under
unprecedented scrutiny and, apart from the findings of
the Griffiths inquiry,® have not been found wanting.
Southalland hiscolleague Martin Samuels, wera suspended
from all practice for long periods, the former for more than
2 years. The pressyre on them personally and on their
families has been incalculable. We must protect patients,
but we must afso find better ways to protect professionals.
if we do not, medical progress will cease, particularly in
controversial and distressing areas.

Alan W Craft, Neil Mcintosh

Institute of Child Health, Royal Victaria Infirmary, Newcastle upon
Tyne NET 4LP, UK (AWC); Department of Child Life and Health,
Univessity of Edinburgh, Edinburgh EHO 1UW, UK (NM)

aw craftdncl acuk
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seernsto meto be overbyreaucratic, clumsy, and restrictive,  See Editorial page 1030;

Repeated headlines about baby deaths associated
with experimental treatment—continuous negative extra-
thoracic pressure ((NEP}—attracted the attention of
Members of Pardiament. Their pressure on Ministers led to
the question, "Could there be a problem with the system?”
and this led to the review' | chaired. Matters were further
complicated when groups of parents insisted on child
protection issues being considered, but they have no place
here.

The Minister, Baroness Hayman, the Parliamentary
Under Secretary of State for Health (Lords), wishedto keep
the review simple, it was not Lo b€ a Jegal inguiny, and
evidence was not taken under oath. Learning from this, |
now agree with Edmund Hey and lain Chalmers’ that a
specialist function for investigating research issues would
make sense, but in the frenzied media attention that we
encountered there would have been controversy whatever
the nature of the inquiry.

All the evidence that we received about the CNEP trial
had something different to say; the ethics committee, the
dlinicians, the published work, the trust, and the patients
all said things that differed substantially. It was clear that
much of what we were told must be wrong and different
witnesses had different axes to grind. | think we were
bound te tonclude that research governance should be
improved to try to avoid such confusion in the future We
were pressed from all sides to attach individual blame, but
did our best to avoid this {from reference 1, para 1.5), and
tried to blame the system rather than individuals. An
Organisation with a Memory® had still to be published and
the notion of trying not to allocate blame was unusual at

the time.
So far | believe that the implementation of research
governance has been disappointing. The implementation

wanw thelancet.com Vel 367 April 3, 2006

T R —

Some of those responsible seem to think that the only safe
research is no research. That view does not serve the
interests of clinicians or patients. | still believe that if a
proper governance system had been in place, the trust
could have avoided the suspensions and disciplinary
hearings that took place; both parents aod clinicians need
agovernance framework that provides a safe environment
for research. Patients must be sure that they or their
children will not be experimented on in unsafe ways and
clinicians needed a safe structure within which they can
research difficult and emotive issues, without risk of being
pilloried in the mass media.

We also conduded that a longer-term follow-up was
needed from the original trial to give a more definitive
answer on the vexed questions of possible benefit and
harm; the short follow-up pericd of the trial left too many
loose ends, particularly as many signs of brain damage
would not have been detectable at the chosen end of the
trial. After discussion the study was commissioned that
has now been reported. It could lend support to many
conclusions,

First, 1 think that David Southall and his team have to be
congratulated on having done a randomised trial when
they did. After our report, material becarme available which
suggested that the design of the trial was better than we
had been led to believe, and had it been made available to
us we would have written some paragraphs differently,
making less of some of the criticisms and referring to the
register of clinical trials (fromreference 1, paras7.1.2-71.7).
The important thing, which we acknowledged in the
report, was that the randomised design gave a good
possibility of effective longer-term follow-up, which has
proved to be the case.

L{omment pages 1632,
1033, and 1035;
and Artides page 1080
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Second, we now know that despite what seemed to be
an increase in issues related to brain damage when the
ariginal trial reported, the longer-term study shows that
CNEP might, if anything, be kinder on the brain. The
paediatric community now has to decide whether (NEP
has a place in the care of these babies orwhether everything
has moved on.

Third, we can now see the headlines about baby deaths
in perspective. They were lurid and misleading and in
making such headlines the mass media did not do anyone
a good service; it created unnecessary anxiety and did
nothing to further the research that might save fives inthe
future.

Finally, we should acknowledge the parents. Assistance
from Mr and Mrs Henshall is acknowledged in Telford and
colleagues’ paper.* Many of the parents who gave evidence
to the review met each other reqularly because their
children attended the same special-care nursery. It is not
surprising that parents with that burden to bear would
want answers even when there are none,  am pleased that
one outcome of our review isthat we now know that CNEP

did no more damage than any other treatment that might
have been used to try and help these infants. Hopefully, if
we Can get research governance right, we can loak forward
to constructive partnerships between clinicians and
parents that could help us find other important answers.

Rod Griffiths

Facuity of Public Health, London NW1 4LB, UK
President@fph.org.uk

fdeclare that T have no conflict of interest.
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How specific are therapeutic monoclonal antibodies?

The tragic events at Northwick Park, Middlesex, UK, in
which six participants in a phase | dlinical trial of the
monoclonal antibody TGN1412 became seriously ill on
March 13-14, forcefully remind us of the potency of the
compounds that modern biotechnology can provide.
While the exact cause of the unexpected reactions
continues to be investigated, it would be well to pause
and consider a founding principle of the widespread use
of monoclonal antibodies—that they are exquisitely
specific. It is all too easy to accept the potentially
dangerous concept that monoclonal antibodies are
harmless proteins that are highly specific and safe
therapeutic agents binding only one specific molecular
target.*?

Monoclonal antibodies are key alements of much of
modern medicine. Indeed, many sophisticated diagnostic
tests that are now taken for granted are based on these
remarkable molecules. However, even inthe in-vitrotests,
cross-reactive binding to substances other than the test
substance is often seen. Such unwanted binding occurs
even though reactions take place under optimum
conditions, in very simple controlled environments, with

a relatively simple sample. Molecularly, monocionai
antibodies are compromises selected because they bind
their target antigens extremely well, but they do not
express the exact lock-and-key fit so beloved by textbooks.
They can, and do, bind to molecules other than their
intenided target.

The situation becomes even more intricate when
antibodies are used therapeutically in a more complicated
environment, the human body. Here, we are concerned
not only with unwanted, and possibly damaging, cross-
reactivity with normal tissues, but also with localisation
away from the target due to the body's efficient
sequestration mechanisms and by persistence in the
circutation. A further major complicationisthe distribution
of the targeted antigen itself. Few, if any, therapeutic
antibodies currently target molecules that are totally
disease-specific** For instance, overexpressed ceflular
receptors used as targets in cancer therapy are often
present, albeit at lower concentrations, on normal cells. >
When alf these factors are taken into account, it is
unsurprising that truly cancer-specific tumour antigens
are thought to be virtually unattainable® All these
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ventilation: follow-up assessment
Katherine Telford, Lomaine Waters, Harish Vyas, Bradley N Manktelow, Elizabeth 5 Draper, Ned Marlow

Surmmary

Background A previous randomised trial of continuous negative extrathoracic pressure {CNEP) versus standard
treatment for newborn infants with respiratory distress syndrome raised public concerns about mortality and neonatal
morbidity. We studied the outcome in late childhood of children entered into the trial to establish whether there were
long-term sequelae attributable to either mode of ventilation.

Methods Outpatient assessment of neurological outcome, cognitive function, and disability was done by s paediatrician
and a psychologist using standardised tests. 133 of 205 survivors from the original trial were assessed at 9-15 years of
age. Of the original pairs randomiy assigned to each ventilation mode, the results from 65 complete pairs were
available. The primary outcome was death or severe disability.

Findings Primary outcome was equally distributed between groups {odds ratie for the CNEP group 1-0; 95% Cl
0. 41-2-41). In unpaired analysis there was no significant difference between treatment modalities (1-05; 0. 54-2.06).
Full 1Q did not differ significantly between the groups, but mean performance 1Q was 6-8 points higher in the CNEP
group than in the conventional-treatment group (95% C1 1:5-12-1). Results of neuropsychalogical testing were
consistent with this finding, with scores on language production and visuospatial skills being significantly higher in
the CNEP group.

{nterpretation We saw no evidence of poorer long-term outcome after neonatal CNEP whether analysis was by original
pairing or by unpaired comparisons, despite small differences in adverse neonatal outcomes. The experience of our
study indicates that future studies of neonatal interventions with the potential to influence later morbidity should be

designed with longer-term outcomes in mind.

Introduction

One of the most important factors in the improvernent in
survival for premature infants since the 1970s has been
neonatal ventilation. Despite the obvious success of
providing respiratory support. few trials have looked at
long-term outcomes in terms of disability, and the more
subtle outcomes seen in preterm survivors,’ in terms of
the different modalities of support that are available. Real
concerns have been raised that the use of positive.
pressure ventilation via an intratracheal tube might be
one factor leading to the high prevalence of chronic lung
disease in these children,

In the early 1990s, Samueis and colleagues' did a
randomised controlled trial of continuous negative-
extrathoracic-pressure ventilation (CNEP) as an additional
modality for treatment of respiratory distress syndrome.
The control group received standard ventilatory support,
which consisted of either supplemental oxygen alone or
positive-pressure  ventilation. Sequential analysis was
done of matched pairs ofinfants. One potential advantage
of this design was the opportunity fo stop the trial as soon
as possible if there was either an obvious benefit of CNEP
or serious harm, but the design has the disadvantage of
extra complexity and in particular the need for information
about both babies in a pair for analysis of the effects. The
study showed benefit for CNEP over standard ireatment
in terms of an overall composite illness score {the primary
outcome of the tral}. Importantly, there were also

advantages for the CNEP group in terms of 18 fewer days
spent on ovygen treatment in the first 2 months and
fewer infants with chronic lung disease. However, on
secondary analysis. there was higher mortality and more
children with abnormalities on cranial ultrasonography
and pneumothoraces in the patients allocated CNEP,
although this difference was not significant.

After publication, concerns were raised by parents
whose children had been included in the trial that CNEP
might lead to the death or the occurrence of disability in
their children, on the basis of a small excess of deaths
and infants with abnormal brain scans in the CNEP
group. Concerns were also raised about the conduct of
the trial. Such concerns resulted in an enquiry, and a
public report. One recornmendation of this report was
that the outcome of the study should be audited.

We were commissioned by the West Midlands Regional
Health Authority to undertake a study to establish
whether there were long-term consequences of the treat-
ment given in the trial. We hypothesised that the use of
CNEP and the associated neck seal might compromise
cerebral circulation and therefore lead to an excess of
disabilities in this group. None of the investigators had
any involvement in the original trial.

Methods
The original randomised trial of CNEP for treatmnent of
neonatal respiratory distress syndrome fook place at the

waw thelancet com Vol 367 April 1, 2006




Articles

North Staffordshire Maternity Hospital, Stoke-on-Trent.
and the Queen Charlotte's and Chelsea Hospital, London,
UK, between 1989 and 19937 259 infants were randomly
assigned to receive either standard ventilatory support
alone or additional CNEP. Of these infants, 244 were paired
by the end of the study, Pairs were matched for gestational
age, hospital of delivery. oxygen requirement, and
intubation status at 4 h of age. Exclusion criteria and
outcome at 56 days are detailed in the original paper’ The
study design incdluded sequential analysis of matched pairs
of infants so that the tral might be concluded when
prespecified criteria were met. These analyses showed that
surviving infants who received CNEP were significantly
less likely to have chronic lung disease than controls, but
there was a non-significant increase in mortality and in the
frequency of abnormalities on cranial ultrasonography in
the CNEP group. We proposed to adhere to the original
sequential matched-pairs design in our analysis whenever
possible.

We attempted to trace all surviving children entered into
the original study through hospital records from each unit.
A senior doctor from each unit {not a member of the
original trial group) wrote to each family inviting them to
attend a formal outpatient assessment at either the North
Staffordshire Maternity Hospital or the Hammersmith
Hospital {the Queen Charlotte’s and Chelsea Hospital had
closed and been rebuilt on the Hammersmith Hospital
site}. I a family did not respond, their address was checked
via their family doctor, and a second attempt at contact was
mads.

The assessment comprised a formal clinical and
neurological assessment by a paediatric fellow (KT) and a
formal cognitive assessment by a dinical psychologist
(LW}, Visual acuity was assessed with 2 Snellen chart, and
a screening test for hearing impairmert was done with a
pure-tone audiometry sweep (1 kHz. 2 kHz, 4 kHz. and
500 Hz at 25 dB). Overall cognitive function was measured
with the Wechsgler Abbreviated Scale of Intelligence
(WAST)* and neuropsychological function investigated
with NEPSY* {covering the areas of attention and executive
function, language, sensorimotor and visuospatial
function, and memory). The WASI scores and each of the
NEPSY subscales produced a standardised  score,
normalised {0 a rean of 100 and SD of 15. Behaviour was
assessed by parents’ and teachers’ reports on the Strengths
and Difficulties Questionnaire (SDQJ’ from which we
report overall behavioural scores, the number of children
who scored for behavioural disorder, and the impact score,
indicating whether behaviour interfered with daily life.
Health-related quality of life was assessed with the Health
Utilities Index {HU1I.3), which produces a score from
~0-36 {worst quality of life) to 1 {normal quality of life).”
Scores for unimpaired healthy children are generally more
thart 0-95. From the dlinical and psychological findings an
assessment of disability with prespecified definitions of
mild, moderate, or severe disability was done {(webtable,
adapted from criteria used in the UK Collaborative trial of
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259 infants enrolied
in ariginal study
{ ‘ }
244 infanys paired 15 infants unpaired
(122 pairs analysed)
; 53 died } Fw susvived } Lu survived I t died
124" assessed £7 not assessed 5 npt assessed 9 assessed”
Slost 2inst
400 1 2noteply
22 refusaly 3 rofusils
¥
177 study outcome
known (3%}
H
i !
Outcome known for Ovtcome unknown for
both of pair: one of pair; ‘
130(51%) 47
{65122 pairs]
L 40died 1 Faw\md} l 13 died x { 34 survived {

Figure: Derivation of study groups for outcome analyses
*incfuded in secondary analyses {n=133).

extracorporeal membrane oxygenation®), Both investigators
were niasked to the neonatal course. Demographic data
were recorded from parental reports on a standard
questionnaire.

Before undertaking the study, we had calculated that at
85% recruitment we had 80% power in the paired
comparison of the primary outcome to detect 2 minirnum
refative risk of 1.70 and an unpaired difference of 7 points
in the WASI 1Q score (equivalent to 0-4 $D).

The primary composite outcome of death or severe
disability was investigated by use of a logistic regression
model, with the difference between treatments quantified
by estimated odds ratios and 95% Cls. Where possible,
statistical methods appropriate for prospective studies with
matched-pair designs were used.” However, for the primary
outcome the status of some children was unknown and
adherence to a paired analysis meant thar the corresponding
matched. but known, observation was also deleted. An
unmatched anajysis of all available data was done 10
confirm the results,” with adjustment for the matching
variables {intubation at 4 h, oxygen requirement at 4 h,
gestational age at birth, treatment centrel. Unmatched
analyses were also done for the secondary oulcomes. in
which only survivors were investigated.

Qur study was designed independently of the original
trial and was approved by the local research ethics
commiittees st Queen’s Medical Centre, Nottingham. the
North Staffordshire Hospital, and the Hammersmith
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Assessed (nv124) Not assessed (67} -4
Matching variables
Median (105%) gestational age, wesks 31{29-33) 31 (28-33) 054
Median [I0R) FiD, at study entry, % $1{45-65y 56 {44-70) o5t
intubated at 4 h Litudy entry} 85 (60%) 49 {73%;} 08
Qther neonatal variables
Metian (KR} birthweigh, kg 159 {113-7.0%) 147(1-11.1.89) 21
Median (0%} duratian of supplemental oxygen. days &(4-24) 614-28) o586
Sex {male} 74 (60%3 39{58%) 084
Antenatal sterods 21(17%) 11(16%) 093
Surfactant theragy 38 (33%) 14 (21%) 015
Posinatal dexamethasons 12 {10%} S{8% 061
Abrormat cranial akrasonogeaphy £ 5% 4 6%} 89
Data are nurnber (%] of chuldren uniess otherwise tated Fiy «faction of mswedoxygen 'x' o Mam %atneymas.
* Abnormahty on san ot 46 days or kst scan before death. Al et inclade p i ]
haemachage, cortical atroplry, porercophalic or subcortiod oysts, NMW«!%M ingerted
Yable 1: Tbedk:riﬁiimwimqwxyvfneomw iables in thild, edt pared with survivars
not assessed
Hospital. Data were encoded for computer analysis with
a Microsoft Access database. Data were double entered
independently by KT and LW, SPSS for Windows {version
11.0) was used for all analyses.
Role of the funding source
The sponsor of the study had no role in study design,
data cellection, data analysis, data interpretation, or
writing of the report. The corresponding author had full
access to all the data in the study and had final
responsibility for the decision to submit for publicativi.
Results
Of 259 infants enrolled in the trial, 244 were paired by
the end of recruitment (fgure]. Of these infants,
53 died. 124 (65%] of the 191 survivors were subsequently
| Number of observations  (NEP Standard s
! [ Standard
Matching varibles e
Median {1QR) gestanonal age, weeks 46 Bg 300283y 29(27-33) 433
Modian (1QR) i, at swdyentry, % 96 83 57 (44-70) 55 (45-70} 091
Intybated at stody entry 96 89 71 (74%) T0(75%) D45
Bornar QCCH 86 85 11{11%} 11 {12%} 085
i Gther preaaatal vadiables
| Male 96 83 58 (50%; 60 (657%) a3z
Antenatal steroids 93 86 17 {18%} 15(17%) 0-88
Surfactant theragy 93 86 34037%) 29(34%) 985
Postratal dexamrathasone 94 BE 1{4%}) 13 (13%) c04
| Abnormal cranial uf grap 50 73 9010%) € (10%] 098
4 Median SOR) bistnweight, kg 35 86 1431104 88) ‘8‘75; [13:3: 003
i
{
Tawa are numiber (%} of childron unless otherwise stated. QUCH=Guern Chardante’s And Chelsea Hospital. "y’ or Mann-Whitrey
Uress,
)} Tobile2: C ompmsun of the distribution or freguency of neonatal factars among 185 infants induded in
| unpaired analyses
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assessed as part of our study. We had no information for
the 7 children we could not trace. All other children who
were not assessed were alive at the time of the
assessment, The outcome of death or severe disability
was known for both members of 65 of the 122 original
pairs and for a further 47 children where information for
the other member of the original pair was missing
{figure, left column). A further 15 children remained
unpaired by the end of recruitment of the original study:
nine of 14 survivors were assessed as part of our study
thgure, right columny). Thus. 133 of 205 survivors were
included in the unpaired secondary analyses. Children
were assessed at a median age of 11.3 years (range
9.6-14-9j.

Because of the high dropout rate, the frequency of
important neonatal variables was compared between
survivors assessed and not assessed {table 1). A lower
proportion of children cared for at Queen Charlotte’s
and Chelsea Hospital were assessed than at the North
Staffordshire Maternity Hospital (11727, 419 vs 113/164,
69%). There was an excess of surfactant-treated infants
in the assessed group, but this excess was not significant,
In other respects, the children not assessed did not differ
systermnatically from those assessed.

To investigate whether the use of only 53% of the original
pairs might have introduced bias, the outcomes for all 187
children {177 plus nine survivors and one child who died
from 15 children remaining unpaired) with known
outcomes were also compared. Death or severe disability
was investigated with an unpaired multivariable logistic
rzgression made] including the factors used in the original
matching, Oxygenation values used for matching were
missing for two infants {both of whom had died) in the
original records, so 185 (71%} children were included (96
allocated CNEP, 89 standard treatment). The odds ratio for
death and severe disability in the CNEP group compared
with the standard treatment group was 1-05 (95% Cl
0-54-2.06). The potential effect of the two excluded deaths
was investigated with a range of plausible values for the
missing oxygenation values, but only small changes in the
estimated odds ratio were recorded. Comparison of
impartant neonatal variables between the two groups
revealed a significant difference in birthweight table 2).
There was also a significant excess of infants treated with
dexamethasone in the standard-treatment group.

To examine the influence of allocated treatment on
survivors, we combined data from all 133 children seen
for follow-up (69 allocated CNEP, 64 standard). including
nine of the children who remained unpaired at the end
of the original study. Although there were no significant
differences in age at assessment or the frequency of
demographic variables between the two groups (table 3),
more families in the CNEP group than in the standard
group were headed by a lone parent or were of manual
sociveconomic status.”

The composite primary outcome was first investigated
in the 65 pairs for which the outcome was known for
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1r3t3 ave raibee (%) unless Gtherwse stated "~y or ManrWhitney U tost

Kumbet of observations CREP Standard N
CHEP Stzng;:iw‘w .

) *A;m} age at:‘s;ssment years 69 &4 135{104129) ;}‘im 6127} o497
Median (1R} matemal age at tune of study, years 67 61 3943543) 38 (35-43} 086
Farnity headed by lone parent 6% 61 19 (28%) 9 (15%) 08
Maternal education fess than completed high school 67 61 46 (59%) 44 (7%} G67
#arwal sacioecanamic group 69 &3 33(38%) 22435} 013

Table 3: Commparison of the age at assessment and selected demographic variables in the two treatrment groups

Paired analysis Unpaired analysis
CREP T Wimwd Agdjustad odds r;;:o” ...... 't‘_NﬂE;-w St;n;i;r;j Adjusted odds ratu; T
nobb pagh 195% C1) 96 ) «0) )
Demhorsevere dsablliy | 26140%)  26(40%) 1004041741 BEAK NEeW  10sEs0er
Dfed 11(37%) 1929%) 27 (28%) 25(28%)
Severe disability 5 (8%) 71y 616%) 7 (8%
Mild o1 moderate disability 15{23%) 21 37%) 25(26%) BN
Normal or impairment only 24 (37%} 18 28% 38 (40%]) 19 {33%)
*Binary logistic rege adjusted for gey f age intubation at randomisation, FiD at 4 h, hospitstof birth

Yable 4: Frequency of death and disability in the study population

both children (130 children}). In the CNEP group,
21 children had died and five children had severe
disability: in the standard-treatment group, 19 had died
and seven had severe disability. The combined variable
{death or severe disability} was thus present in 26 (40%)
children assigned CNEP and in 26 (40%) assigned
standard treatment: odds ratio 1.0 {95% CI 0-41-2.41),
The frequencies of other outcomes are shown in table 4.

In the unpaired analysis of survivers, no significant
differences were recorded in terms of matching variables:
median gestational age at birth (CNEP 31 weeks {IQR
29-33] vs standard 31 weeks [28-33]; p=0-41), FiO, at
study entry (54% [44-65] vs 50% [45-63); p=0-70),
intubation at study entry {46 [67%6] vs 45 [70%]; p=0-65),
or hospital of recruitment {Queen Charlotte’s and
Chelsea Hospital: seven {10%)] vs eight [13%]: p=0-67).
Nor were there significant differences in neonata!
variables {not shown},

The distribution of disability by our prespecified
clasgification is shown in table 5. Notably, 25% of children
allocated CNEP had no impairment or disability at follow-
up compared with only 11% of those aliocated standard
treatment {data not shown). Overall, 66 (50%) children
had a disability in one or more domain. The most
common domain of disability was cognitive followed by
behavigural. 46 (35%) children were classified as having
a cognitive disability, which was severe in ten of these
children. 36 {27%) children were classified ag having a
behavioural disability and 25 {19%) a motor disability.
The prevalence of visual or hearing disabilities was low.

Most of the total SDQ difficulties scores were normal
{rable 6). Overall, parents reported 30 (23%;) children with
abnormal scores, whereas teachers rated 18 {14%¢)
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abnormal. The impact score was used to assess the effect
of the child’s behaviour on home or school life. For nine
(7% children, pavents reported behaviour affected greatly
compared with 20 (18%) on the teacher report. The
frequencies did not differ between the two treatment
groups. Pervasive behavioural disorder was defined as an
abnormai impaci score on both parents’ and teachers’
rating, which was seen in 4% of the CNEP group and 14%
of the standard-treatment group; however, this difference
was not significant. No significant differences were seen
in $DQ subscale scores.

Mean scores and differences in means for psychometric
outcomes are alse shown in table 6. Full 1Q did not differ
significantly between the two experimental groups.
However, differences were seen in favour of the CNEP
group in terms of performance 1Q, language production.
and visuospatial performance, all of marginal significance
after allowance for multiple comparisons.

s

Normalfimpairment  Mild disabi

disabifity  Severe disabili

o wEp  smandwd  ONEP Sandard  CNEP Standard (NP Standarg
Worstoverslgrade 38 (5%l Ja(asn)  IB(6N] 165 Tow] 1209w 6w 7%
Cognitive! LBO0%) IB(BO%) 420w} I2(19%)  2(4%) PNy Lib%y 6110wy
Motox SA{78%)  54(3a%) 100%%)  H4%) T 112%) (3% o
Sensoryt €3(93%) 5B(82%; 50%; S{E%) a Q o o
Behaviour§ SUUTRE 4ELTRY 1309 SiEw) 4(bw) GA%) 1% 3y

Detaits of the defintions used for each wategory 11e giver inthe webtabie * "Worst” includes 3l disabiliies shawm ane “other
disablities not already includad (eg, other medical conditlans requinng faquent hosital adrmission} 10Ome chitd mssing from
standdard group. not assessed by osychologin. Y0me ehild missing from each groam: (g nat be assessod hacguse of sovere

«ognitive or motor disalslities SOne el missing from tandard group bacauss of faifure to complete guestionnaires

Toble §: Details of the functional outcome grades fa
treatmenmt {n=64)

¢ chitdren aliocated CNEP (n=69) or standard
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Humber of observations CNEP Standard Adjysted cormparison (5% €I}
{UNEP vs standard trestment)
?‘;TM— T Standacd Effect size Oads ratin

Behaviour (SDQY

Parents’ overal score &3 b1 10873} 123183} -15(-431012}

Parent abnonmal 500 69 63 14 {20%} 16 (2%%) G73{032to 1 66)

Parent SDQ impactab 69 €3 5 (7%} 4¢6%} 11170 2810 438)

Teacher's overall scare 35 32 6859 §5(83; -3.8 {64 to 043

Teather abnommal SDY 133 51 4 %) 14{(28%) 017 {00410 0.51)

Teacher SDQ impatt 23y 59 53 S (15%) 1 3%) 06402310 1.73)

Cognitive function (WASI)

i 83 63 967 (1508 92604 6) 4309095

| Performancequatient 69 63 G8.4(15-8) 318(143) 68(15to12 1}

Verbal guotient 69 63 858{14-4) 9451150y 1437w 6S)

Neuropsychalogical function (NEPSY)

Astention 69 64 334 (153} 977 190} 1743t077)

Language 69 64 §2.9 (3150} 15146} 54(02t010:5)

Sensorirnotor 69 64 94-2(181} 918152} 114810 6.9}

Vistaspatia) 69 64 1000087 930837 4) 6861013 1)

Memary 69 64 964 (17:9) 951(165) 14(~+51073)

Heaith-related guality of Lifs (HUI-3)

Parents” utility score 50.95 63 63 32(46%) 35 (56%) G688 (0-34t0139)
Anahyex were done with knear regress birary logistic regression with original matching criteria 3y covarrates Dat are mean (SD) of number of children (%) SDO=Strengths gd
Difficytties questionnars,

;l‘ubleﬁz Comgparisors of the measures used to assess behavioural, cognitive and psychological function, and heatth related quality of life inthe twe
assigred study groups

We assessed health-related quality of life using the
parental report on the HUI-3.* About half the children in
a2l

each group had a muitiattribute uiiliiy score of loss than
or equal to 0-95.%

Discussion

Our study provides no evidence of disadvantage in terms
of disability or detailed psychometric and behavioural
outcomes attributable to the use of CNEP to treat neonatal
respiratory illness in preterm babies. Indeed, the trend
was towards better outcomes for the UNEP group in
terms of disability. behavioural problems. and
psychomotor, language, and visuospatial performance,
which allowed us to reject the study hypothesis. The
observation of a small increase in mortality is balanced
by less severe morbidity to produce identical frequencies
of the composite primary outcome variable. These
observations are robust in that they show similar results
whether paired or unpaired analyses were used.

The frequency of disability might seem high in view of
the mature gestationaf age of most of the babies, by
coritrast with contemporary cohorts of premature infants,
which concentrate on babies born at marginal viability.”
However, aur system for classification of disability was
deliberately inclusive. The frequency of moderate or
severe motor disability was reassuringly low. Although
moderate or severe motor disability was mere frequent in
the CNEP group (five children vs one child in slandard-
treatment group), the overall rate was Jow and these

differences could have arisen by chance. The proportion
of cognitive or behavioural disabilities was higher in the
standard-treatment group than in the CNEP group, but
not significantly so. The cognitive disability assessment
was based on WASI and NEPSY scores. The mean scores
attained on these tests are close to the population
standardised means. Since both tests have been recently
standardised, this finding is likely to represent outcomes
in the normal range. There is much comorbidity between
cognitive and behaviour disability as defined in our study.

We were concerned by the Jow proportion assessed:
therefore we used paired statistics alongside unpaired
statistics. We had predicted that the response would be
greater in light of the public interest in the original study
and the care taken to maximise recruitment. All but seven
of the children enrolled in the study up to 14 years
previously were located with NHS tracing procedures,
and the address and status of the children were confirmed
by contact with the family doctor's surgery. Senior doctors
at the original hospitals wrote asking for consent, and up
to two follow-up letters were allowed by the local research
ethics committees. External advice was taken over the
content of the Jetters to ensure the greatest participation.
and a stamped addressed envelope was included. The
research team was not allowed to contact parents directly
until consent had been received. Despite these concerns,
the children assessed as part of the study were
represenlative of the whale population enrolled after birth
over the matching variables. and other important neonatal
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variables, and we believe our condlusions are thus valid.
However, the low number of children included will have
reduced the power of the condusions leading to wide
confidence intervals.

For the unpaired analysis, there was a significant
difference in birthweight, with the CNEP group being
heavier. The confounding influence of this difference on
our outcome measure is likely to have been in favourof z
better outcome in the CNEP group on all of our measures.
Furthermore, a smaller proportion of infants in the
CNEP group received postnatal dexamethasone therapy.
probably secondary to the lower rate of chronic lung
disease. We could not analyse timing, dose, and duration
of therapy in our study, but these factors are likely to have
moderated some effects on neurodevelopmental out-
come ™

Assessment of the long-term outcome of neonatal trials
in teyrus of benefits and safety is important, The original
study was not designed to assess such outcomnes and thus
these results have wide confidence intervals. Furthermore,
we could not investigate associations between short-term
neurological morbidity such as intraventricular haemor-
rhage and later disability, although there might be poor
cotrelation between the two.” In the HiFl tial,? which
compared high-frequency oscillatory ventilation against
conventional ventlation, an excess of intraventricular
haemorrhages in the high-frequency group became
apparent. At follow-up, these events translated into an
excess of children with abnormal neurodevelopmental
status.” Despite the enthusiasm for high-frequency
oscillatory ventilation, the long-term effects of the modality,
as applied in the trial protocol, were cdlearly not
advantageous. One further trial of such ventilation has
also reporied an excess of haemorrhages * Thus, especially
in view of recommendations from the West Midlands
report on the original CNEP trial' our follow-up
assessment was important to undertake, despite the small
size of the study popuiation. We do not know of any ather
large-scale controlled trials of CNEP as an acute treatment
for neonatal respiratory disease

In the original study report, there were advantages to
children who received CNEP in terms of neonatal
respiratory measures: our long-term follow.up of the
ariginal trial participants also suggesis no evidence of
disadvantage, in terms of long-term disability or
psvchological outcomes, from the use of neonatal CNEP.
This experience indicates that future studies of neonatal
interventions with the potential to influence later morbidity
should be designed with lenger-term outcomes in mind.
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