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EDITORIALS

Assessment and diagnosis of autism spectrum disorders
New NICE guidelines set clear evidence based standards for quality care

The linked article by Baird and colleagues summarises the
recent National Institute for Health and Clinical Excellence
(NICE) guidance on the recognition, referral, and diagno-
sis of children and young people with autism spectrum
disorders (hereafter, autism).* The guidance provides a
comprehensive list of practice recommendations that have
far reaching implications for care providers in the United
Kingdom.! * The guidelines were developed in partner-
ship with the National Collaborating Centre for Women’s
and Children’s Health, with substantial stakeholder input,
including parents, carers, and community practitioners.
There are 68 recommendations related to initial recogni-
tion, referral, diagnostic evaluation, and medical investi-
gation of children and adolescents with possible autism.
The guidelines provide a clear blueprint for diagnosing
autism that is aimed at improving family experience and
optimising outcomes.

Foremost is the recommendation for collaboration across
healthcare, social services, and the education and voluntary
sectors to establish a local autism strategy group in each com-
munity. This group should ensure that early recognition,
referral, and diagnosis of autism are well coordinated and
guided by principles of evidence based practice and fam-
ily centred care. It would also be responsible for streamlin-
ing the assessment process to minimise delays and ensure
timely access to support and intervention services. It is rec-
ommended that the care pathway includes focused devel-
opmental surveillance for signs and symptoms of autism by
community practitioners, and a single point of access for
referral to a specialist team, with diagnostic assessments
initiated within three months of referral.

The guidelines also recommend that surveillance for
autism take account of a young person’s overall development
level. Signs and symptoms of possible autism are listed for
children of preschool, primary school, and secondary school
ages or equivalent mental ages. Thus, in contrast to previous
practice guidelines, which focus almost exclusively on early
detection, the NICE guidelines emphasise the diverse clini-
cal presentation of this disorder across the developmental
spectrum. The guidelines also note that specific subgroups
of young people with autism (girls, children with severe
intellectual disabilities, and, conversely, children who are
more intellectually or verbally able) often experience delays
in diagnosis so require special vigilance.’ In addition, signs
and symptoms of autism may be masked (for example, by
coping mechanisms and environmental supports) in young
people who present at an older age.

Considerable guidance is given about the initial decision
to refer a young person for diagnostic assessment. Although
some scenarios warrant immediate referral to the specialist

team (such as language or social regression in a child younger
than 3 years), it is recommended that several factors are con-
sidered when making referral decisions. These include the
severity and functional impact of apparent signs and symp-
toms; the level of parental concern (and the concerns of the
young person); and the presence of specific factors associ-
ated with increased risk of autism, including a positive family
history (risk to siblings was recently reported to be as high
as 19%)." Screening tools are regarded as a useful adjunct
to gathering information about autism related behaviours,
but caution is advised on using screening cut-off points as
the sole basis for referral. This is a major point of departure
from the American Academy of Pediatrics guidelines in the
United States,’ and it is likely to stimulate further debate on
the current evidence base for autism screening.® ’

Similarly, the NICE guidelines put more emphasis on the
composition of the specialist team and the essential compo-
nents of the diagnostic assessment than on the use of specific
diagnostic tools. The minimum core team should consist of
a paediatrician or a child and adolescent psychiatrist (or
both), clinical or educational psychologist (or both), and
speech and language therapist, with access to other health
professionals either as part of the specialist team or through
additional referral. The diagnostic assessment should include
a thorough developmental history and enquiry about symp-
toms of autism, interactive assessment with the young person
to assess his or her social communication skills and behav-
iours, and careful physical examination to identify associated
medical conditions. The assessment should lead not only to
determination of a diagnosis but also the establishment of a
developmental profile. This should include factors that might
affect day to day functioning and social participation, such
as intellectual ability, language and communication skills,
adaptive behaviour, physical health, nutritional status, and
behaviour. Thus, the assessment should clarify not only symp-
toms and impairment but also functioning and participation.
This is consistent with the current international classification
of functioning, disability and health (ICF) framework,® and it
isrelevant to setting priorities for intervention. The specialist
team must also clearly and compassionately communicate the
assessment findings, with an emphasis on ensuring that fami-
lies are informed about autism, its implications for the young
person’s development and functioning, and the options for
accessing support and services.

No routine medical investigations were recommended for
young people with newly diagnosed autism. Specifically,
genetic testing should be reserved for children with specific
dysmorphic features, congenital anomalies, or intellectual
delay. It is recommended that before implementing array-
comparative genomic hybridisation testing on a routine basis
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for children with autism, clinicians need a better understand-
ing of its diagnostic yield than is available from the current
literature (particularly in children who do not have an intel-
lectual disability). The authors argue that it is essential to
identify potential negative consequences that may result from
routine testing, particularly related to the identification of
genetic variants of unknown clinical relevance.’
Implementation of some of these recommendations (par-
ticularly timelines for assessment and the establishment of
a local autism team in each community) may strain avail-
able resources and require additional strategies for profes-
sional training and mentorship. However, the guidelines
play an essential role in establishing clear comprehensive
evidence based standards for quality care for young people
with autism, who have historically experienced substantial
delays in diagnosis.’ The guidelines move the discussion
from the level of particular symptoms or the selection of
particular diagnostic tests to advocating for better health
system strategies, including closer partnerships between
service sectors, community practitioners, autism specialists,
and, indeed, families. This may ultimately have the greatest
impact on promoting earlier diagnosis for people across the
autism spectrum and improving family experience, although

further evaluation of these important outcomes over time will
be needed.
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Life expectancy in HIV
Better, but not good enough

More than 33 million people are infected with HIV world-
wide." Over the past 30 years, mortality from HIV and the
life expectancy of people who are infected have improved
dramatically. With major advances in biomedical research,
increased awareness, and dedicated funding, HIV has been
transformed from an untreatable and almost always fatal
disease to a chronic one. For patients diagnosed promptly
and treated with combination antiretroviral therapy (ART),
life expectancy is now several decades.’ In the linked
cohort study, May and colleagues estimate specific life
expectancy for people in the United Kingdom with HIV
undergoing treatment compared with life expectancy in
the general population.’

Gains in life expectancy have increased steadily over
time, with the availability of more effective and better
tolerated regimens. But these gains have not been seen in
everyone with HIV. Factors associated with worse outcomes
include late presentation to healthcare services, subopti-
mal adherence to drugs, premature discontinuation of
treatment, mental illness, and behavioural risk factors
such as use of injected drugs and alcohol dependence.*

Data from the Joint United Nations Programme on HIV/
AIDS (UNAIDS) suggest that more than 80000 people are
currently living with HIV in the UK, and about 25% of
them are unaware of their infection.’ These people, their
healthcare providers, and policy makers confront several
key questions. How much life expectancy is lost as a result
of HIV? How does the timing of the start of treatment affect
life expectancy? Do losses in life expectancy as a result of
HIV differ between men and women?

May and colleagues report estimates of life expectancy

derived from a large cohort study of patients who started
HIV treatment between 1996 and 2008 at some of the
largest clinical centres in the UK. The authors suggest that
between the periods 1996-9 and 2006-8, the life expect-
ancy of an average 20 year old person infected with HIV
increased from 30 to 46 years.

The authors also found that decreases in life expect-
ancy as a result of HIV are greater in men than in women.
They estimate that, for an average 20 year old man, HIV
decreases life expectancy by 18.1 years; in contrast, a
woman loses only 11.4 years. Why is the difference so
large? Data from other countries show that women are
likely to start treatment for HIV earlier than men, perhaps
partly because women are often tested for HIV during
pregnancy.® ’ Because earlier care is associated with bet-
ter survival,® this may explain the differences between men
and women.

May and colleagues found greater reductions in life
expectancy (more than 15 years lost) in those who start
ART late (CD4 counts <100x10°/L) rather than early (CD4
counts 200-350x10°/L), providing more evidence in favour
of earlier treatment. The presentation of information in
terms of gains in life expectancy makes this important
message easily understood by patients. For health related
messages to be effective, people must perceive a problem
as relevant and serious, and they should recognise that
change provides clear gains. This study provides clinicians
with the language to make these gains real.

May and colleagues’ study is an excellent example of
a comprehensive analysis conducted on a well defined
longitudinal cohort. However, the estimates should be
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Antiretroviral medication

interpreted within the boundaries of the data from which
they are derived. The UK Collaborative HIV Cohort com-
prises data from referral centres. Although it is easier to
conduct studies in high volume regional centres, not all
HIV infected patients receive care in such settings. Patients
of higher socioeconomic status are often over-represented
in high volume clinics because those on low incomes and
those in racial and ethnic minorities often receive care in
lower volume centres.’ High volume referral centres are
associated with better outcomes.”® **

The right censored nature of cohort data should also be
taken into account. Participants are more likely to contrib-
ute early years on treatment, when mortality is lower, and
to be censored later (because the follow-up period ends),
when mortality is likely to rise. Because of the artificial
right censoring that occurs when data are closed for analy-
sis, people who started ART in 2006-8 had less follow-up
time to contribute, which would also result in overestima-
tion of recent survival and life expectancy.

Comparing life expectancy in people with HIV with that
of the general population may misattribute losses to HIV
that really come from other behavioural factors, such as

smoking, substance misuse, and mental illness.® ** Com-
paring life expectancy in those with and without HIV, but
with similar risk factors, could shed light on this.

May and colleagues’ study serves as an urgent call to
increase awareness of the effectiveness of current HIV
treatments in patients and providers. In turn this should
increase rates of routine HIV screening, with timely link-
age to care and uninterrupted treatment. As these factors
improve, the full benefits of treatment for all HIV infected
people can be realised.
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Fetal risk from ACE inhibitors in the first trimester
Evidence is reassuring, but risks remain from the hypertension itself

As in the general population, management of hyperten-
sion in pregnant women is complicated by factors that
may be difficult to control (such as diabetes, obesity, and
smoking). However, the choice of antihypertensive drug
is uniquely complicated in pregnancy, because the clini-
cian not only has to consider the comparative safety and
efficacy of various drugs from the mother’s perspective,
but also consider the effects on the fetus. Rising rates of
hypertension related to obesity and diabetes heighten
this concern. Furthermore, therapeutic choices cannot
wait until pregnancy is recognised—because about half of
pregnancies (at least in the United States) are unplanned,
fetal exposure early in the first trimester is a distinct pos-
sibility. Thus, fetal concerns should be taken into account
when prescribing antihypertensives to all women of child-
bearing potential—a considerable clinical population. In
the linked retrospective cohort study, Li and colleagues

assess the association between the use of angiotensin
converting enzyme (ACE) inhibitors in mothers during
the first trimester and the risk of malformations in their
offspring.'

Few studies have been large and rigorous enough to pro-
vide useful information on the fetal safety of most antihy-
pertensives. Although it is accepted that ACE inhibitors
cause fetal harm when exposure occurs in the later stages
of pregnancy,” a widely cited 2006 report that used US
Tennessee Medicaid data found that exposure in the first
trimester was also associated with an increased risk of car-
diac malformations and neural tube defects; no increased
risks were seen for other classes of antihypertensive drug.?
Where clinicians might previously have felt comfortable
using ACE inhibitors until a woman became pregnant,
switching to another drug before the second trimester, this
finding suggested that to avoid inadvertent first trimester
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exposure, prescribers should not use ACE inhibitors in
women of childbearing potential.

Li and colleagues tested the hypothesis in a larger and
more diverse database—the Kaiser Permanente Northern
California member population of women, with established
linkages to pharmacy data, malformation diagnoses, and
certain potential confounding factors.! They estimated
risks in pregnant women who received only ACE inhibitors
in the first trimester, and separately, women who received
antihypertensive drugs other than ACE inhibitors. These
women were compared with two unexposed groups—those
with a diagnosis of hypertension who received no anti-
hypertensive drugs in the first trimester, and women with-
out hypertension during pregnancy who did not receive
antihypertensive drugs. They also considered factors that
could modify the observed effects, including diabetes and
obesity (unfortunately, cohorts based on medical records
can rarely control for the potentially important effects of
perinatal consumption of non-prescription multivitamins
containing folic acid). When compared with the “normal”
pregnant population, women taking ACE inhibitors had
a modestly increased risk of defects overall and of car-
diac defects (but not neural tube defects—other specific
defects were not considered). Similar increases were seen
for women taking other antihypertensive drugs. How-
ever, when the two exposed groups were compared with
women with untreated hypertension, the risks were lower
and approached the null hypothesis. This finding suggests
that it was the underlying hypertension (treated or not)
that increased the risks of the studied defects.

Li and colleagues’ findings are similar to those from a
much smaller Swedish cohort, which compared users of
ACE inhibitors with users of other antihypertensives and
found no differences in cardiovascular defects between
the two groups.” They are also similar to those from a large
US case-control study, which had the power to consider
specific cardiac defects and also included a comparison
involving women with untreated hypertension.” On the
basis of all these findings, it is reasonable to conclude
that exposure to ACE inhibitors during the first trimester

poses no greater risk of birth defects than exposure to
other antihypertensives.

Given the limitations of these studies, it is possible that
ACE inhibitors (and other antihypertensives) may be asso-
ciated, if modestly, with one or another specific defect, but
the greater concern is that the underlying hypertension
itself places the fetus at risk.

But what is the definition of “hypertension” and
“untreated hypertension”? It is reasonable to assume
that untreated hypertension is less severe than treated
hypertension, but observational studies have lacked data
on crucial variables related to hypertension in pregnancy,
including its causes, severity, duration, and especially
the level of adherence and control associated with drug
treatment. Under these circumstances, a randomised trial
might seem like the answer, but the ethics of withhold-
ing drug treatment are daunting. Thus, we will probably
have to continue to rely on observational studies, however
imperfect they may be.

Some challenges that warrant consideration in future
studies include not only providing answers to the ques-
tions above, but also to whether there is a “pre-hyperten-
sive” condition that may affect the fetus before an increase
in maternal blood pressure is detected, or even detectable.
Are there physiological changes that might affect fetal
development before they manifest as increased maternal
blood pressure? Although clinicians must certainly iden-
tify and control hypertension, particularly in pregnancy,
much is left to learn about how hypertension can cause

birth defects.
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Implementation of an electronic health record
Involves numerous challenges, but examples show it can be done successfully

Implementing an electronic health record along with
computerised provider order entry and clinical decision
support is hard. Integrating these advanced technologies
into a complex and rapidly changing healthcare delivery
environment is a major task, but the associated cultural,
process, and change management obstacles make the
task even harder. Furthermore, the challenges and costs
often accrue long before any real value of the effort is
seen.

The current controversy regarding the NHS effort to
implement a system-wide electronic health record is a
good case study of how difficult these initiatives can be."
When health systems encounter the associated and inev-
itable difficulties, the natural inclination is to question

whether the aggravation and effort is worthwhile. This
is clearly at the core of the debate in the United Kingdom
regarding the NHS effort. At such times, leaders who are
seriously interested in improving the safety, quality, effi-
cacy, and cost of care need to do what all good leaders
do—pause, carefully assess the situation, and learn from
the experience of their efforts as well as that of others.
They should then use this knowledge to determine how
to achieve the ultimate goals of the initiative—better and
more efficient care for patients.

The implementation of an electronic health record that
produces value for patients and purchasers is a continu-
ous learning opportunity. This is shown by Sheikh and
colleagues in a linked longitudinal qualitative evaluation,
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which assesses the implementation and adoption of the
NHS Care Records Service in 12 English “early adopter”
hospitals.” Overall, the authors concluded that imple-
mentation of the NHS service was time consuming and
challenging, with limited distinct benefits for clinicians
and no clear advantages for patients. Although the study
highlights the difficulties of these endeavours, it should
not dissuade clinicians or policy makers from striving for
the ultimate goal—to provide healthcare value defined
by higher quality, increased safety, and greater access to
good care at a reasonable cost.

This goal is not possible without using a combination
of advanced information technology and knowledge
management to capture, code, and disseminate health
information in the form of electronic health records. Such
records have enormous potential to improve the flow of
information across healthcare settings and systems. Fur-
thermore, computerised provider order entry coupled with
advanced clinical decision support can improve the safety,
quality, and cost of care.’ The implementation of electronic
health records is not about digitising the paper chart, but
about laying the foundation for achieving better outcomes
through better access to information and better decisions.

What are the key practical lessons for those who are try-
ing to implement such systems? A summary report by the
National Alliance for Health Information Technology pro-
vides some useful categories of crucial success factors.*

The goal is to improve care, not information tech-
nology. IT is a powerful enabler, nothing more. Crucial
success factors are: careful definition of project goals in
terms of better care for patients, development of metrics
to measure progress in achieving these goals, creation
of change management and comprehensive communica-
tion plans, and the refinement of organisational policies
and procedures to reflect the changes produced by the
implementation.

Manage culture and change. It is crucial to understand
the culture of an organisation. New systems inevitably
introduce major changes to traditional care processes and
work flows, which often produces substantial resistance
from staff. A comprehensive change management plan
is crucial to overcoming cultural resistance and should
provide the education and motivation people need for
change to happen.’

Engage clinicians. The views of those involved in the
implementation must be built into the implementation
early and often. Clinical groups led by respected clinical
champions must be educated, informed, inspired, and
engaged. They should be involved in creating the project
goals and standard success metrics, participate in the
development and execution of the communication plan,
validate clinical process and workflow changes, and help
to inform and influence their clinical peers as to why the
initiative is important to patient care.

Improve processes and workflow. Implementations are
an opportunity to examine current processes and work-
flow practices, eliminate unnecessary workarounds,
and improve the delivery of care. Without proper analy-
sis, inefficient practices can become simply entrenched
rather than improved. If existing process and workflow
are adequate, maintain them.

Test on the end user. End user testing should be done
before implementation and feedback should be incor-
porated.

Train and educate. Careful attention to methods of
training and how it is offered will pay dividends in
terms of acceptance by the end user and achievement
of organisational goals. Too much training overwhelms
users with information and can become annoying,
but too little will mean goals are not achieved. Just
in time training (training shortly before implementa-
tion) often works best for busy clinicians. Such training
can include practice systems, online courses, and “at
the elbow” ad hoc support from other knowledgeable
users.

Communicate. Communicate frequently about
progress, challenges, and mistakes.” It is also equally
important to listen and respond to constructive feedback.

Incorporating advanced information technology
into the complex care delivery environment so that it
improves care processes and work flows while also not
harming patients or alienating clinicians is difficult.
Years of experience show that electronic health records
and clinical decision support can be implemented to
improve individual and population health,®” but it is
not easy. The literature is full of examples of lessons
learnt, mistakes made, and outright failures.'*"? It is
therefore important to view the implementation as a
learning opportunity, and not simply as either a suc-
cess or a failure.
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Donation of bodily material for medicine and research
New report builds strong foundation for financial incentives but messages

are contradictory

The report published by the Nuffield Bioethics Council on
10 October tackles the difficult question of how far soci-
ety can go in its demands on people to act in what many
regard as a good cause—that of providing bodily material
to benefit others.! The report encompasses every source
and lawful use of human bodily material. Furthermore,
it contemplates each possible transaction, from purchase
and sale, to gift, and several hybrid transfers in between.
The council’s investigation of factors that unite and dis-
tinguish each transaction allows the meaning and ethi-
cal value of each type of donation to be considered. Its
main conclusion, that systems based on altruism are not
mutually exclusive from those that might allow payment,
seems a sensible way of increasing the donor pool, par-
ticularly if a pilot project on payments to donor families
for the cost of funerals is adopted. However, other con-
clusions are less well supported by ethical analysis and
explication and require further attention.

The United Kingdom and the United States prohibit
the sale of transplantable organs and tissue.” ° The
report exposes the ethical root of these laws, presenting
a “ladder” of actions that facilitate donation, ranking the
first four rungs of the ladder as ethically simple and easily
permissible. Thus, giving a potential donor information
about the need for donation (rung 1), recognition and
gratitude (rung 2), lowered barriers to donation (rung 3),
and interventions for those already disposed to donate
(rung 4) are ethical “no-brainers” because they are not
inconsistent with existing altruism." Interventions such
as offering associated benefits, such as burial expenses
to encourage non-donors to donate (rung 5) and finan-
cial incentives (rung 6), are more ethically complex and
should be considered only when existing altruism does
not meet a public health need, and only when they do
not cause harm to the donor or other important inter-
ests. Thus, the report concludes that funeral expenses
for dead donors may be appropriate in a world of acute
organ shortages, and that such payments are both related
to and commensurate with the value of the gift, so the risk
of doing harm is small.

The report’s finding on the role of donor decision mak-
ing in postmortem donations are contradictory. The report
concludes that anatomical donation for deceased donors
should be based on the donor’s wishes, even when the
donor dies without having documented his or her wishes.
This contradicts the weight of the law, which says that if
the donor fails to express his or her intent by means of a
gift or refusal while alive, the decision of how the body
is used passes to survivors. Although survivors are free to
exercise this right on the basis of what they know about
the dead person’s wishes (and most do), they should
not be required to go through a tortured guessing game,
attempting to extrapolate the donor’s wishes. The coun-
cil’s decision that decedents possess autonomy, when
they have failed to document their wish, is unique. It is

also contradictory, because the council also concludes
that when donors do express their wishes, by means of a
document, that such wishes are subject to the veto of fam-
ily members. It cannot work both ways, ethically, legally,
or in practice.

The council’s conclusion that families may overturn
documented anatomical gifts, such as those made on the
organ donor registry, is not supported by donor autonomy
or beneficence, or by benefit to the community. The coun-
cil’s position is, “the option of refusal should rest with
familial associates of the deceased. Such refusal . . . may
be based on families’ own knowledge of the deceased’s
attitudes to donation; however, it may also at times be
understood as an expression of their own needs, as
bereaved family members.”" This position, especially
in light of the conclusion that decedents’ unexpressed
wishes are to be honoured, means that registering the gift
of an organ is a mere symbolic gesture. The report urges
that resources should be poured into education, decision
making, and altruism on the one hand, but then it sup-
ports the possibly unlawful ability of survivors to veto the
donor’s gift.

It was formerly the practice in the US to put the fam-
ily’s wishes (often temporary and later regretted) above
the well considered, documented, and lawful gift of the
donor. It is now widely seen as legally unsupportable
and ethically questionable. Autonomous decision mak-
ing cannot be encouraged on the one hand, while per-
mitting and even advocating carte blanche disregard of
the decision on the other. Anatomical gifting is akin to
other dispositions upon death. The decision of testators
to will their property to charity rather than to their family
is unfailingly supported by the law and practice. This is
true even when it is detrimental to the family and it does
not have the benefit of saving lives. Why would the gift of
a person’s body be given less weight? The council’s unex-
plained sensitivity to family wishes in the face of the harm
to the donor’s legacy and potential recipients should be
reconsidered.

In the past three years, procurement organisations in
the US and elsewhere have developed compassionate
best practices, which guide the family’s expectations
in such a way as to minimise conflict with the donor’s
wishes and enable the donor’s organs to be used.
Properly handled, donation can be healing for survivors.
After organ donation has occurred, family members who
formerly objected to donation are often grateful that it
happened, and that the donor’s legacy was honoured.
Procurement professionals should share their learning
across borders to accomplish this goal and save lives
through transplantation.

1 Nuffield Council on Bioethics. Human bodies: donation for medicine
and research. 2011. www.nuffieldbioethics.org/donation.

2 Human Tissue Act 2004. Section 32(11). www.legislation.gov.uk/
ukpga/2004/30/contents.

3 National Organ Transplant Act 1984 (NOTA). 42 USC. Sections 273-4.
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