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Perinatal pathology in the context of a clinical trial: a review
of the literature
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Perinatal postmortem rates are declining world wide. In the
United Kingdom, perinatal pathology has recently been
serlous|y undermined by controversy. There are important
consequences for perinatal trials that include pathology
studies. This review looks at the reasons for the decline in
perinatal postmortem examinations and the effects on
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the postmortem examination (PM), there

has been a sustained decline in PM rates
around the world."* Although perinatal PM rates
are higher than rates of PM in other contexts,’
they are considered to be suboptimal® and are
following this downward trend.” ' This is in spite
of the fact that they are of particular value in
several ways. As well as offering parents infor-
mation about the cause of death of a baby and so
a degree of closure, their value lies in giving
information for subsequent pregnancies, their
role in audit, and in being an important research

tool.!! 12

Despite the widely acknowledged value of

A degree of dltruism is required of parents
who are in the most stressful of circumstances,
and benefits to research may not seem
important at that time.”’

As perinatal PMs can provide crucial empirical
data, in research terms this decline is worrisome.
Without pathology studies, perinatal trials can-
not assess the possible impact an intervention
has had on those who have died. With assess-
ment incomplete, potentially serious conse-
quences of an experimental treatment could go
undetected. It is therefore important that, when
babies who have been enrolled in a trial do go on
to die, parents should be asked about the
possibility of a PM. This is, however, a compli-
cating element in an already difficult situation. A
degree of altruism is reqired of parents who are
in the most stressful of circumstances, and
benefits to research may not seem important at
that time. Their doctors may be uncomfortable
requesting such altruism from them. Given
declining consent rates for perinatal PMs gen-
erally, it does seem that most parents are either
declining or are not being approached for
permission. This is already having a tangible
effect on research.”” A UK consultant perinatal
histopathologist is quoted as saying ““Consent for
the use of tissues for research is about 10%. In

the past it would be unusual for anybody to
refuse.””” Pathology studies with inadequate
numbers are unreliable, and so this decline
clearly has important consequences for the
quality and integrity of data.

Low rates of perinatal PMs are likely to be a
product of highly interrelated factors. A number
of studies have examined clinical and other
characteristics of babies and mothers to assess
any links with PM rates. It has been shown that
prematurity,” ' '* * lower birth weight,' and a
specific diagnosis—for example, birth asphyxia'®
and congenital anomaly'”—are all associated
with a PM not being performed. Separation of
mother and baby through hospital transfer'* is
also associated with no PM. Studies found no
significant association between no PM and basic
characteristics of the infant (birth hospital, age
at death, birth and death weight, race, sex, year

of death)' or of the mother (age, religion,
gravidity),” except for lower parity'® and fewer
perinatal losses.” These studies have not

addressed the contribution of parental and
professional views.

In recent times several important social and
political factors are also likely to have exacer-
bated the problem. Perinatal pathology as a
specialty is said to be undergoing a period of
crisis. There are now few experienced perinatal
pathologists in post, insufficient numbers of PMs
to retain specialised skills, and few new recruits
to the specialty.” ' Furthermore, two relevant
areas of concern have been raised in the United
Kingdom; firstly, there have been governmental
inquiries after revelations about the lack of
consent for retention of children’s organs after
PMs at Bristol Royal Infirmary'® and Alder Hey
Children’s Hospital in Liverpool'” and secondly,
there have been accusations® *' and refutations*
of misconduct with reference to consent for
procedures in perinatal research in the CNEP
Trial at North Stafford Hospital.”” It is against
this highly sensitive background, in ““a time of
unprecedented mistrust between the medical
profession, the public, and the media”,* that
all UK discussions about PMs are taking place.

"An obvious tension lies between informing
the parents of difficult details and managing
the request with the sensitivity it deserves.”

These concerns have contributed to the recent
shift in clinical practice towards detailed consent
forms, which now explicitly request permission
for aspects of the PM that parents may not
previously have considered. Requests for removal
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and retention of whole organs, decisions over methods of
sampling, and decisions over subsequent disposal of body
parts, has rendered the consent process ““a legalistic and
clerical business”.” An obvious tension lies between inform-
ing the parents of difficult details and managing the request
with the sensitivity it deserves. Recent discussions about the
management of consent for PMs have focused on who should
raise the issue of the PM with newly bereaved parents and
how those discussions should be handled.” ** >

In attempts to improve PM rates generally, there has been
much interest in charting knowledge of, and reactions to,
PMs outside of the perinatal context. There have been various
surveys of the attitudes of professionals, such as hospital
doctors,® *** junior doctors,”’' general practitioners,” med-
ical students,’ ** and nurses.** Perceptions of difficulties with
the consent process have been shown to be an important
block to offering a PM,° *” * as is degree of certainty over the
cause of death** and increasing age of the patient.”
Although hospital clinicians, general practitioners,* junior
doctors,’ and nurses* are shown to have positive views of
the value of the PM, junior staff in one study were unaware
of the benefits.”

“Clarifying the cause of death was also important, as was
gaining reassurance from the results.”

The views of bereaved relatives®* have also been sought.
When relatives had consented to a PM, the most common
reasons given were altruistic, that is the advancement of
science® ** and to help others.” Clarifying the cause of death
was also important,”** as was gaining reassurance from the
results.”” ** Reasons for refusal were concerns over disfigure-
ment,” >’ a sense that the relative had “suffered
enough”,** > and unease with the PM itself.** ** Difficulties
with the process of giving permission for a PM was cited by
one study® as a reason for refusal.

Less attitudinal research has been carried out in the
perinatal context and none with particular reference to
perinatal trials. As trial participation can alter the grounds on
which consent is sought, and could significantly alter the
experiences of those involved, this is an important omission.
There are, however, elements of the existing empirical
literature in the perinatal and paediatric field that can shed
some light on the complexity of professional and parental
determinants of PM rates.

PROFESSIONAL VIEWS

The literature on professional views is useful in highlighting
attitudes to the use of PMs in different clinical circumstances
and for different groups of professionals. Four papers" ****
report findings on attitudes to PMs.

VanMarter and colleagues” report a records based review
supplemented by a questionnaire based study. In the review,
they found an important association between rates of PM
and presumed cause of death, with extremely premature
babies being least likely, and those affected by a congenital
anomaly being most likely, to undergo PM. They also found
that giving permission for a PM was associated with repeated
perinatal loss. Both findings seem to suggest that a parental
wish for an explanation of events is important. It is, however,
unclear from a review of records whether actual parental
views, or professional perceptions of those views, are the
most influential in this matter. In the questionnaire based
element of the study, only professional views were sought.
PMs were seen as more important by senior staff than by
junior staff. In general, the sample saw the importance of the
PM as being strongly related to the cause of death; whereas
only 31% felt that they were very important when the cause
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of death was extreme prematurity, when the cause of death
was congenital anomaly or an indeterminate cause, 94% and
91% respectively felt that they were very important.

The views of paediatricians and paediatric residents were
surveyed by Stolman and colleagues.”” Respondents indicated
on a multiple choice questionnaire that, although most felt
PMs provide valuable information, 20% felt that they are
unnecessary if the disease was known before death. When
consent is not sought for a PM, this related to concerns not to
distress the family and respondents’ belief that little
information would be obtained. Seventeen percent of the
sample indicated that they do not approach families who are
upset.

In assessing the views of neonatologists, obstetricians,
midwives, and neonatal nurses, Khong and colleagues®
found that the most influential factor in the offer of a PM
was perceptions of parental desire for a PM; when the
diagnosis was clear and the parents did not desire a PM and
planned no further pregnancies, there was least inclination to
offer a PM. They argue that the determinant of PM rates in
their sample was parental refusal, as the neonatalogists and
obstetricians did not generally show reluctance to make an
approach for consent.

Cottreau and colleagues® considered the views of pathol-
ogists and other clinicians. Although most clinicians saw PMs
as useful, 50% felt that they should not be offered when the
cause of death is known. Younger clinicians and younger
pathologists saw PMs as less useful than their senior
colleagues. There was greater discomfort in discussing PMs
amongst paediatric staff compared with those dealing with
adults.

PARENTAL VIEWS

Data are available on parental attitudes in a small number of
studies” **' that provide some information on perceived
advantages and disadvantages of PMs. A positive view of
contributing to research is mentioned in two studies.

McPhee and colleagues® included parents in a general
sample of bereaved relatives who had or had not permitted a
PM. Although most likely to show concern over disfigure-
ment, bereaved parents were singled out as the group
especially likely to see benefits of a PM (listed in order of
importance as advancement of medical knowledge, knowing
the cause of death, and reassurance that all appropriate care
was given). As 45% of those who did not permit a PM stated
that they had not been approached, the authors argue, in
contrast with the study by Khong and colleagues,* that
reluctance of clinicians to offer PMs is likely to be more
important than reluctance of relatives to sanction procedures.

Rankin and colleagues* found from a postal questionnaire
of parents using a bereavement service that 81% of
responding parents had taken up the offer of a PM. This is
a high acceptance rate and may be due to the source of the
sample, and the fact that the study included women who had
miscarried or had terminated a pregnancy because of an
abnormality. Although most of those accepting a PM did so
for their own benefit—for example, wanted more informa-
tion, wanted closure—24% wanted to contribute to research.
Most of the refusers felt that their baby had “suffered
enough”, and that a PM would not help them.

McHaffie and colleagues* found that 38% of their sample
of bereaved parents refused permission for a PM, with
concerns over disfigurement of the baby as “a major
preoccupation”. Such concerns were also identified in
relatives in non-paediatric settings.”” ** ** Crucial to decision
making was whether or not there was any further informa-
tion that the parents, rather than the medical team, felt they
needed.

www.archdischild.com


http://fn.bmj.com

F202

DISCUSSION

The available literature sheds some light on attitudes to PMs
generally and to perinatal and paediatric PMs outside of a
trial context. This can be used as a first step towards
understanding some of the issues likely to affect the
management of PMs within a trial context. It describes some
of the pre-existing concerns about PMs, on which the
complicating factor of the request for PM information for a
randomised controlled trial is superimposed.

“..it is not clear whether actual parental views or
professional perceptions of parental views are most
influential”

These papers give some insight into ways in which parental
views may intersect with those of professionals. Although
they appear to show that, in usual clinical practice, PM rates
are driven by parental inclination or disinclination towards
further information, it is not clear whether actual parental
views or professional perceptions of parental views are most
influential.

The professional literature does suggest quite clearly that
perinatal PMs appear to be valued only in certain circum-
stances. There is a strong theme that they are justified only if
they have something important to offer parents—that is, if
there is a query over the cause of death or if further
information might be made available. If the likely cause of
death appears to be clear, as in many cases of prematurity,
then PMs are seen as inappropriate. As doctors decide
whether or not to approach parents, there is clearly a process
by which certain parents can be screened out. It is therefore
likely that the subject of a PM is often not raised with parents
of premature babies, or those who are thought to have no
need for further information. It may be that those who are
highly stressed, or who are thought to have suffered greatly,
are also subject to a similar screening process. This is in spite
of the fact that various studies have shown that PMs can
provide unexpected findings that do not support the initially
stated cause of death,”' * leading the Royal College of
Pathologists to recommend that “relatives must be informed
of the probability that a certified cause of death is wrong”.*

Given this apparently dominant view that PMs are only
warranted in certain circumstances, it is likely that request-
ing a PM in a trials context will further complicate the
situation. If a PM is thought to have nothing to offer parents,
the request to carry out a PM for a pathology study for a
clinical trial would be seen as being only for the benefit of the
wider community. Rather than having family welfare at the
heart of the request, essentially newly bereaved parents could
be asked to consent for altruistic reasons. With professional
concerns to offer PMs only where there appears to be strong
grounds, this may be seen as an inappropriate request.
Although some parents have a strong desire not to have a
PM, the literature does suggests that some parents may wish
to make a contribution to research. It is, however, inadequate
to assess whether parental reactions to these particular
circumstances are similar to or different from their profes-
sional counterparts in this setting.

In addition to assessing attitudes to trial related PMs, it is
important to determine what actually happens when parents
are approached for consent, and what are the consequences,
if any, of the approach. The offer of a PM, and the request
that samples should be used for specific research purposes,
raise particular issues for both professionals and parents. The
combination of the dynamics between parental and profes-
sional views, and a fraught political setting, produce a
complicated and multilayered encounter. As yet there are no
descriptive data to afford a greater understanding of this
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situation, and no detailed information on reactions of
the various parties. As the experiences of the offer and the
decision making process could be very different from the
usual clinical situation for all parties involved, the current
literature is inadequate to aid understanding of experiences
of perinatal pathology in a research context.

It is clear that further research is needed to explore this
specialised area of consent and its consequences for those
involved. A first step is taken in two linked papers, which
report a qualitative study of the views of neonatologists and
pathologists involved in two neonatal randomised controlled
trials* and interview data from a small number of bereaved
parents of babies enrolled in both trials.*’
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