Taking up the reins

H Ward, R Miller

New challenges, new opportunities

the reins of Sexually Transmitted Infec-

tions. After a prolonged period of
decline, there are epidemics of bacterial
STIs in the United Kingdom and Western
Europe, including outbreaks of syphilis.
HIV continues to escalate; the prevalence
of HIV is escalating due to persistent or
rising incidence combined with in-
creased survival. Globally we face major
epidemics of HIV in India and China that
could rival that of sub-Saharan Africa.’
For people with access to health care
treatment is improving for viral infec-
tions, including HIV. This offers great
hopes but is also placing complex de-
mands on clinicians and patients, not
least those of compliance and possible
“treatment optimism.””’ And as soon as
we get one step ahead of the bugs with
drugs, accelerated resistance threatens
these gains.

There are exciting developments in
diagnostic techniques that increase sen-
sitivity and specificity, identify subtypes,
and may provide rapid answers in near
patient tests. The impact of these ad-
vances is yet to be fully felt, and this
issue of STI includes a number of articles
on the clinical, epidemiological, and psy-
chological implications of type specific
screening for HSV antibodies™ and on
approaches to chlamydia screening in
the community.”"

In the United Kingdom there are par-
ticular challenges in relation to the
delivery of sexual health care, with
demand outstripping capacity for serv-
ices. The roles of all professionals within
the field of sexual health and HIV is
changing, with more nurse led patient
care, and an emphasis on networks of
care that include a bigger role for the
primary care team. Such changes require
careful governance of clinical medicine,
an issue that also affects clinicians in the
United Kingdom, who will be required to

I t is a challenging time to be taking up
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demonstrate  ongoing  competence
through a revalidation process.

Keeping up with all these develop-
ments is difficult but essential, and we
think that Sexually Transmitted Infections is
already a useful tool for practitioners. In
taking on the roles of joint editors we
hope that we can continue to improve
the journal and make it even more
relevant and useful.

We see the major role of the journal as
providing the evidence base, in a digest-
ible form, to inform practitioners, train-
eces, and researchers in our field. In addi-
tion to publishing peer reviewed papers,
we aim to have more systematic reviews,
state of the art leading articles, and
regular reports on trends in the epidemi-
ology of STI and HIV. Taken together
these will enable readers to keep up to
date with broad developments as well as
their particular interests. To promote the
educational side of the journal we hope
to link key review articles or commentar-
ies, some with linked case reports, to
online CME activities, and will work
closely with the MSSVD/AGUM socie-
ties. Over time this will build into a bank
of material that should be useful for
practitioners and those in training.

We move into the leadership of this
journal at a time of rapid change in pub-
lishing. The electronic version of STT is
popular, and allows much wider access to
our material than in the past, including
free access for people in resource poor
countries. It also allows us to make
available material from research papers,
such as questionnaires or detailed tables,
which would be too detailed for most
readers yet of interest to some. In the
near future we may be publishing papers
on the website as soon as they are
accepted, thereby reducing the frustrat-
ing delays between acceptance and pub-
lishing dates. Some people will be ex-
cited by the possibility of downloading
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contents to portable electronic devices,
others will pale at the thought!

Our predecessor, Mohsen Shah-
manesh, wrote in his final editorial that a
young colleague felt the journal some-
times served the needs of authors rather
than readers. Mo moved the journal a
long way towards being a more accessi-
ble and lively journal, and we hope to
continue that journey, and ensure that
we provide something that you, our
readers, find useful and enjoyable. Let us
know what you think!
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Chlamydia screening

Chlamydia screening in the United

Kingdom

M Catchpole, A Robinson, A Temple

Four years on

controlled trial by Scholes et al demon-

strated that a significant reduction in
the incidence of pelvic inflammatory
disease could be achieved through active
case finding' and management of genital
chlamydial infection among women. It is
4 years since the publication of the report
of the chief medical officer of England’s
expert advisory group on Chlamydia
trachomatis,” which concluded that “the
evidence supports opportunistic screen-
ing of sexually active women aged under
25 years, especially teenagers,” and over
2 years since the Scottish Intercollegiate
Guidelines Network recommended that
“opportunistic testing could be consid-
ered for women younger than 25 years
and sexually active!”” Expert opinion in
the United States is also in favour of
screening for genital chlamydial infec-
tion, with a recommendation in the 2002
sexually transmitted diseases treatment
guidelines that “Sexually active adoles-
cent women should be screened for
chlamydial infection at least annually,
even if symptoms are not present.
Annual screening of all sexually active
women aged 20-25 years is also recom-
mended, as is screening of older women
with risk factors.”*

In the United States the CDC guide-
lines have been translated into action,
with screening for genital chlamydial
infection implemented across all states,
with well documented evidence of the
effectiveness of large scale screening
programmes in reducing chlamydia
prevalence in areas where this interven-
tion has been in place for several years.’
Similarly, a national programme of active
case finding, or screening, for genital
chlamydial infection in Sweden has been
associated with dramatic reductions in
the incidence of that infection and its
sequelae.’

Against this background the first pilot
of opportunistic screening of sexually
active young women in the United King-
dom (published in this issue of STI),”*
has shown that screening is feasible and
acceptable, achieving high levels of
population coverage. So are we now
closer to a national programme of
screening for genital chlamydial infec-
tion in the United Kingdom? The consul-
tation paper on the government’s na-
tional sexual health and HIV strategy for

I t is now 6 years since the randomised

England included a commitment to roll
out national screening for chlamydia
from 2002, although it was suggested
that this would be limited to selected
groups of young women in the first
instance.” The recently published imple-
mentation action plan for the sexual
health and HIV strategy' confirms fund-
ing for screening in 10 sites in England,
although the invitation to tender to
become one of these sites did note that
“screening may not be rolled out in gen-
eral medical services/general practice in
the first instance due to logistical issues
that need to be addressed.”"" This repre-
sents a move in the right direction but
falls short of a national roll out of
screening among the target group identi-
fied by the chief medical officer’s expert
advisory group and addressed in the
pilot study.

We now have sufficient evidence

to be confident that the
opportunistic approach to
screening is acceptable and

feasible

The national strategy implementation
plan states that a UK national pro-
gramme will be implemented after ex-
perts have assessed the results of the
pilot screening programme as well as
other relevant evidence. When the ex-
pert advisory group made its recommen-
dations 4 years ago, there were impor-
tant unanswered questions. But now
that we have evidence from the pilot that
the opportunistic approach is both feasi-
ble and acceptable, and more impor-
tantly will reach the target population,
what further evidence is required before
introducing national screening for all
at-risk groups?

The most important issue that re-
mains is deciding who should be
screened, based on a reassessment of the
costs and benefits of screening. The
results of the pilot study will refine the
economic model used to inform the
deliberations of the CMO’s expert advi-
sory group, and results from the ongoing
HTA funded chlamydia screening studies
(ClaSS) and the Department of Health
funded incidence/reinfection study will
allow further refinements, including im-
portant information on reinfection rates.

The high prevalence of infection found in
both Portsmouth and Wirral suggests
that the cost-benefit of universal screen-
ing of sexually active under 25 year olds
is likely to be favourable, although a sig-
nificantly lower prevalence was reported
in the second national study of sexual
attitudes and lifestyles.”” This may reflect
a different age structure of those sam-
pled, but it will be important that the
second wave of screening sites is used to
validate the high prevalence rates re-
ported in the pilot. It will be unfortunate
if general practice is not included for this
important reason.

Another important determinant of the
cost-benefit analysis will be the offer of
screening to men, where the evidence for
effectiveness is currently lacking. The UK
policy on this remains unclear; the
implementation action plan for England
aims to promote greater uptake of
testing among men, but stops short of
advocating formal screening. There is an
urgent need to demonstrate that suffi-
cient numbers of males, particularly
those at highest risk of chlamydial infec-
tion, can be reached by, and will accept,
offers of screening. It is argued that
screening males is necessary because
partner notification is presently not suf-
ficiently effective, but it needs to be
shown that the offer of screening to
males will be any more -effective.
Whether or not screening of males is
introduced, the high prevalence of infec-
tion in partners of screen positive
women indicates that effective partner
notification will remain an essential
component of any chlamydial control
programme.

A critical piece of information re-
quired to inform a re-evaluation of the
cost-benefit of screening within the
United Kingdom is the cost of screening
attenders outside specialist services such
as genitourinary medicine clinics and
family planning clinics. Concerns about
the possible cost of implementing
screening in general practice may in part
lie behind the Department of Health’s
reference to the need to address “logisti-
cal issues” surrounding screening in
general medical services and general
practice. Mainstreaming prevention and
sexual health service provision, includ-
ing chlamydia screening, in primary care
settings is a central plank of the sexual
health and HIV strategy in England.
Achieving the mainstreaming of chlamy-
dia screening at a cost that will ensure
that the programme is cost effective is
likely to be one of the first significant
tests of the feasibility of not only oppor-
tunistic chlamydia screening, but also
the strategy’s implementation action
plan in general. No one should underes-
timate the challenge of introducing a
new screening programme into primary
care, which in the United Kingdom
mainly practises reactive care. Primary
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care in the United Kingdom is currently
grappling with the implementation of a
series of national service frameworks
covering, among others, coronary heart
disease, cancers, and older people. There
is concern that the sexual health and
HIV strategy in England does not have
the same status as the national service
frameworks, and may therefore be seen
as “optional,” particularly as general
practitioners may offer different levels of
services under the proposed new general
practice contract.”

Last, but not least, is the issue of what
the long term benefits of screening will
be. Since the natural history of untreated
asymptomatic genital chlamydial infec-
tion is not known, and is not amenable
to ethical study in humans, we have to
assume that it is not significantly differ-
ent from that of untreated symptomatic
infection. What we do know is that stud-
ies of women with laparoscopically
proved pelvic inflammatory disease
(PID) have found evidence of Chlamydia
trachomatis infection in 14%-65%, with
studies in the United Kingdom most
commonly reporting a detection rate of
around 40% in such women." Although
these retrospective studies cannot prove
causality, it seems reasonable to assume
that many of the C frachomatis infections
contributed to the tubal damage. It has
also been reported that about 20% of
women referred to infertility clinics have
tubal damage that is thought to be due to
infection, the most common aetiology of
which is likely to be C trachomatis.” There
is also the possibility that reducing the
incidence of genital chlamydial infection
will have a beneficial effect on rates of
genital tract neoplasia.'

With the publication of the results of
the first pilot of opportunistic screening
for genital chlamydial infection, together

Screening

with the demonstration of effectiveness
of screening from other countries, we
now have sufficient evidence to be confi-
dent that the opportunistic approach to
screening is acceptable and feasible, and
will result in a reduction in the preva-
lence of chlamydial infection. Further
information is needed which will inform
the costs and benefits of national screen-
ing. However, it is important at this stage
that the roll out to further pilot sites
includes screening in the primary care
setting and general practice in particular.
If roll out in these, or other settings,
needs further discussion between policy
makers and health professionals it must
happen soon or else the major advantage
of the UK approach to opportunistic
screening will be jeopardised.
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Spending money to save money
S D Mehta, M Shahmanesh, J M Zenilman

Cost effectiveness analysis to advocate Chlamydia trachomatis

screening

n the December issue of STI, Honey ef
al summarise and critically review
studies of cost effectiveness analysis
(CEA) of Chlamydia trachomatis screening
to provide recommendations for future
screening studies.' The authors conclude
that screening is cost effective because
future sequelae of untreated infection
are prevented. They point out that
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evidence is limited for the probabilities
of sequelae of untreated infection used
in CEA modelling. A second issue re-
volves around diagnostic testing.
Chlamydia screening services have ex-
panded as a result of the introduction of
non-invasive nucleic acid amplification
testing (NAAT). However, we do not
know whether the natural history of
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NAAT detected infections is the same as
culture detected infections. NAATs are
30-40% more sensitive than culture for
detecting chlamydia,’’ and it is un-
known whether NAAT positive/culture
negative infections are as likely to
progress to pelvic inflammatory disease
(PID). Citing results by Scholes et al*
Honey et al urge the conduct of further
clinical trials to improve the accuracy
and strength of evidence of the morbid-
ity assumptions involved in CEA of
chlamydia screening. The accuracy of
this information is essential, as the
probability of PID subsequent to un-
treated infection is central to the results
and conclusions of a chlamydia screen-
ing cost effectiveness analysis. For exam-
ple, Scholes’s analysis at the Seattle
managed care organisation, which dem-
onstrated that enhanced chlamydia
screening reduced PID incidence, used
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enzyme immunoassay and culture
technology—both of which are now
becoming obsolete in clinical practice. If
NAAT detectable, culture negative infec-
tions are not as transmissible, or do not
progress to PID at a similar rate, in-
creased testing and treatment costs
would not be offset by increased benefit.
Economic modelling assumes rational
behaviour on the part of the decision
maker, meaning that decision makers act
towards an objective.” The assumption of
rational behaviour means that decision
makers choose among competing
alternatives.” When we urge expansion
of chlamydia screening and additional
funds, we are asking the medical deci-
sion makers to make trade-offs between
health services in a system where re-
sources are scarce.” When a healthcare
intervention is labelled “cost effective”
this generally implies that more money
can be saved in healthcare costs than
spent on a particular intervention. The
quantitative presentation of spending
money to save money provides a persua-
sive argument to implement or change
healthcare policy, the targets of which
are clinical and public health policy
makers who choose the way in which
money is spent to provide value.® Policy
makers use CEA results to decide
whether a difference in effectiveness—
improved health outcomes—is worth the
difference in cost. Therefore it is essential
that the CEA methods and results
applied to chlamydia screening be ex-
plicit in describing the populations af-
fected, the morbidity averted, and mon-
etary resources utilised. As Honey et al
point out the weaknesses in the chlamy-
dia assumptions modelled, this provides
medical decision makers with the oppor-
tunity to disregard the proposed theo-
retical benefits of chlamydia screening in
favour of other healthcare services.
Beyond summarising that chlamydia
screening is unsurprisingly cost effective
and pointing out that studies are needed
to improve accuracy of morbidity as-
sumptions, the review provides a tem-
plate for chlamydia screening CEA in
general. The authors review and score
the articles using criteria for economic
evaluation set forth by Drummond ef al,
providing an objective evaluation of the
quality of the economic analysis. The US
Public Health Service Panel on Cost
Effectiveness in Health and Medicine, as
reported by Gold et al,” developed explicit
guidelines for the conduct of CEA in
health and medicine. This comprehen-
sive text reviews measuring costs and
effectiveness, evaluating outcomes, time
preference and discounting, framing the
analysis, and presentation of results. By
giving attention to existing standards for
economic analysis and issues specific to
chlamydia screening, the review by
Honey et al provides a framework for

future investigators conducting chlamy-
dia screening CEA, promoting uniform-
ity of methods and presentation of
results. This brings to light the need for
standardisation and consensus regard-
ing not only the conduct of the economic
analysis and probabilities of untreated
chlamydia sequelae, but also other issues
pertinent to the results and conclusions
of chlamydia screening CEA: outcome
cost assumptions, sequence of outcomes,
definition of effectiveness, and presenta-
tion of results.

Key message

Cost effectiveness analysis (CEA) can be
a persuasive argument when we urge
expansion of chlamydia screening. In
addition to following CEA guidelines,
we need to develop explicit guidelines
for chlamydia screening CEA, with
standardisation and consensus from
experfs in the fields of STD research,
policy, and economics. Comprehensive
attention to constructing and conducting
chlamydia screening CEA will provide
the strongest argument possible fo advo-
cate changing policy.

Four of the studies reviewed by Honey
et al modelled direct healthcare and indi-
rect costs. Indirect costs include lost
income and productivity. These raise the
questions of whether or not costs should
include only direct medical costs, and
under which circumstances direct non-
medical and indirect costs should be
included. Clearly, those analyses that do
not include indirect costs will be more
conservative in their results and conclu-
sions. Furthermore, there is disagree-
ment and lack of evidence regarding the
sequence in which sequelae occur. The
sequence in which the probability that
advanced sequelae (chronic pelvic pain,
ectopic pregnancy, infertility) occur sub-
sequent to PID varies by study. Among
the papers reviewed by Honey ef al, How-
ell ef al and Marrazzo et al applied these
probabilities to all women who develop
PID®’; while the paper by Paavonen et al
did not apply the probability of occur-
rence of advanced sequelae to women
who had operative treatment for PID."
These advanced sequelae are costly and
their inclusion or exclusion may affect
the results and conclusions. Similarly, as
Honey ef al point out, the definition of
the effectiveness unit (that is, the out-
come measures) varied between
studies—cases of PID prevented or cases
of chlamydia detected and cured. The use
of different effectiveness units may cause
difficulty in comparing results of differ-
ent studies. CEA results may be pre-
sented as average cost effectiveness,
incremental cost effectiveness, or mar-
ginal cost effectiveness. When multiple

screening strategies are being compared,
it would be helpful to know which pres-
entation is most useful to policy makers
and researchers in the field.

Several guides for economic analysis
discuss the relevance of analytic perspec-
tive to decision making,’” " as the mon-
etary benefits of a chlamydia screening
programme would accrue to the source
responsible (payer) for the costs of the
intervention and sequelae of untreated
infection over the entire analytic hori-
zon. It is not likely in the United States,
where insurance is paid by the employer,
for example, that a payer would be
responsible for the costs of a woman and
her family for 10 years (the time over
which the full range of chlamydia seque-
lae are expected to occur). Therefore,
CEA for chlamydia screening in the
United States are conducted from the
societal perspective to realise the pre-
vented morbidity and associated mon-
etary benefits. In contrast, healthcare
expenditure in Great Britain largely
takes the single payer perspective, as the
National Health Service (NHS) provides
primary and preventive care for all regis-
tered people. Therefore, the societal per-
spective CEA more accurately reflects the
monetary savings that would accrue to
the NHS through a cost effective chlamy-
dia screening programme. However, even
here, since budgets are allocated annu-
ally, even the proposed triannual budget-
ing will disadvantage NHS trusts which
financially underwrite screening, as they
are unlikely to “benefit” directly from
the reduced long term complication
rates.

Honey ef al point out deficiencies in
the availability and strength of evidence
of the probabilities of sequelae of un-
treated chlamydia infection. By casting
light on the quality of CEA in chlamydia
screening, this review also reveals the
need for accuracy, standardisation, and
carefully drawn consensus by experts in
the field for numerous other issues.
There is an opportunity for health
economists, healthcare policy makers,
and STD researchers to form a consensus
panel to develop guidelines for economic
analysis of chlamydia screening pro-
grammes to comprehensively address
each step involved in CEA of chlamydia
screening. Comprehensive attention to
constructing and conducting CEA will
provide the strongest argument possible
to advocate changing chlamydia screen-
ing policy, making it difficult to disregard
the public health benefits of chlamydia
screening based on methodological or
analytical weaknesses.
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