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CerviCal sCreening by age

let’s not screen women under 
25 throughout the uK

For many years doctors working in English 
sexual health services have been frustrated 
that the policy on age of first cervical smear 
test is not consistent throughout the United 
Kingdom, although published papers show the 
futility of cervical screening under the age of 
25.1 The recent editorial and paper by Sasieni 
and colleagues categorically state that cervical 
screening under the age of 25 has no evidence of 
benefit.2 3 They also point out that, because of the 
high quality of the UK screening programmes, the 
findings are probably accurate and applicable to 
other countries. Why then is cervical screening 
started at the age of 20 in Scotland and Wales?

This may not be of much interest to most 
practitioners in England, but those of us working 
in border areas find it disheartening to have to 
explain repeatedly to young women why their 21 
year old friend who lives a few streets away has 
had a cervical smear test (and in all probability 
a colposcopy for “lesions” destined for 
spontaneous regression if left alone) and yet they 
haven’t been invited. Trying to justify the Welsh 
stance leaves patients puzzled and lacking 
confidence in our advice and management.

We ask the cervical screening authorities in 
Wales and Scotland to accept the evidence, ride 
out the naive, misguided wave of protest from 
trashy newspapers, and synchronise the cervical 
screening age with that in England. In Europe and 
Australia the management of cervical cytology 
and lesions in women under 25 is a lucrative 
sideline for gynaecologists. They justify the 
practice by saying that the evidence is uncertain, 

and the bizarre unhelpful situation in the United 
Kingdom supports their stance. Sort it out, 
please.
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a/H1n1 pandemiC

Misdiagnosis in the time  
of meningitis
Distinguishing viral illness from serious 
bacterial infection is notoriously difficult. Many 
of the symptoms currently recommended as 
“screening” questions for A/H1N1 flu such as 
fever, coryza, sore throat, headache, muscle 
aches, vomiting, and diarrhoea may also be 
present in early stage meningococcal disease.1-3 
Whether these symptoms represent a preceding 
viral illness or are a prodrome of infection with 
Neisseria meningitidis is unclear. The Scottish 
Intercollegiate Guidelines Network (SIGN) 
recommends that meningococcal disease cannot 
be excluded in children with non-specific signs 
and symptoms presenting within the first few 
hours of their illness.4

A review of evidence for electronic decision 
support systems suggests that even those 
operated by clinicians lack sensitivity and 
specificity.5 As we enter the peak season for 
both flu and meningococcal disease, even 
experienced practitioners who rely on telephone 
triage to diagnose A/H1N1 flu in children 
without a full clinical assessment are at risk 
of missing serious bacterial infection such as 
meningococcal disease. And a telephone triage 
system operated by call centre staff using an 
unvalidated electronic symptom checker puts 
patients at even greater risk of misdiagnosis.
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painful bladder syndrome

Role of psychological  
factors
In their review of the management of painful 
bladder syndrome Marinkovic and colleagues 
highlight the syndrome as a common and 
debilitating set of urological symptoms lacking 
explanatory cystoscopic abnormalities.1 They 
document its strong association with sexual 
abuse, fibromyalgia, chronic fatigue syndrome, 
and, strikingly, a 100-fold increased risk of 
irritable bowel syndrome—all of which have 
good evidence for the role, at least in part, 
of psychological factors in their aetiology or 
maintenance. Evidence also suggests high rates 
of psychological disorder, such as depression 
and anxiety disorders, in the painful bladder 
syndrome.2

What are we to make of these associations? 
Psychological factors are likely to contribute to 
the aetiology. Such disorders, where physical 
pathology cannot fully account for symptoms, 
are known as “medically unexplained” or 
“functional” (somatic) syndromes. They  are 
common to all specialties of medicine, and 
they may be the same underlying disorder 
manifesting itself in different bodily systems.3

Despite drawing out the evidence for such a 
description, Marinkovic and colleagues seem 
to resist the inference, making no mention 
of psychological factors even as possible 
contributors to the aetiology or treatment 
of the painful bladder syndrome. Perhaps a 
functional somatic syndrome is regarded as a 
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associated with a reduction in cervical cancer over 
the next fi ve years of between 43% and 60%. Despite 
over 350 cases in women aged 25-29, there is no 
indication of any benefi t of screening at age 22-24 
(compared with those not screened at age 20-24): 
1.11 (0.83 to 1.50) 

 Bias, confounding, and other reasons for caution 
 The prospectively recorded screening data and ran-
domly selected controls eliminated recall bias and 
selection bias (data were obtained for all selected 
controls). As women who go for screening may dif-
fer from those who do not, the observed associations 
might not be causal. For the observed trends in odds 
ratios with age to be caused by confounding there 
would have to be differences in the way confounders 
affect the results at different ages. As this is unlikely, 
the differential benefi ts with age probably refl ect the 
true effects of screening.  Any decision on when to 
start screening women will have to weigh the benefi ts 
and harms and might depend on the local status quo. 
The underlying age specifi c rates of cervical cancer, 
the rate of positive screening test results, the morbid-
ity caused by treatment of screen detected disease, 
and the benefi ts of having a cancer screen detected 
must be considered. 

 Generalisability to other populations 
 Because of the high quality of the UK screening pro-
grammes the fi ndings are probably accurate and would 
apply to other countries. 
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EDITORIAL 
by Ronco and colleagues

 Effectiveness of cervical screening with age: population 
based case-control study of prospectively recorded data 
   Peter   Sasieni,     Alejandra   Castanon,     Jack   Cuzick   

  STUDY QUESTION  Does the association between cervical 
screening and a subsequent decrease in cervical cancer 
incidence vary with age?  

  SUMMARY ANSWER  Cervical screening at ages 35-64 is 
effective at preventing cervical cancer. It is less effective at 
ages 25-34 and has no effect at ages 20-24.  

 Participants and setting 
 All women with invasive cervical cancer diagnosed 
aged 20-69 in participating UK centres; two controls per 
case individually matched on age and area of residence. 
Women registered with an NHS general practitioner 
were eligible as controls.  

 Design, size, and duration 
 Population based case-control study of prospectively 
recorded data, including 4012 cases (diagnosed 1990-
2008) and 7889 controls. Dates and results of all screen-
ing tests (cervical cytology) were available from 1988 
to 2007.  

 Primary outcome, risks, exposures 
 The odds ratio for strength of association between cer-
vical screening (in a particular age band) and cervical 
cancer (in the subsequent fi ve year age band). Odds 
ratios were estimated in overlapping age bands. 

 Main results and the role of chance 
 The odds ratio of having cervical cancer diagnosed 
at age 55-59 was 0.26 (95% confi dence interval 0.19 
to 0.36) in women screened at age 52-54 compared 
with women not screened between ages 50 and 54. 
These odds ratios vary from 0.18 to 0.36 between 
screening age bands 40-42 and 62-64, correspond-
ing to screening being associated with a reduction 
in cervical cancer over the subsequent fi ve to eight 
years of between 64% and 82%. In younger women 
these associations are substantially and signifi cantly 
less. Screening between the ages of 30 and 37 is 
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counsel of despair. However, the experience of 
other functional somatic syndromes is that a 
biopsychosocial approach is the foundation of 
successful treatment.4 5 This approach has been 
proposed by others2 and surely warrants strong 
consideration.
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breast sCreening

Fundamental errors in estimate 
of lives saved by screening
Wald and colleagues estimate that one death 
from breast cancer is avoided for every 100 
women screened over 20 years,1 which is about 
10 times more optimistic than that reported in a 
comprehensive systematic review.2

They assume a “generally accepted” 24% 
reduction in mortality from breast cancer in a 
population offered screening from a consensus 
report of 1993, of which Wald is the first 
author.3 However, this report is little known: 
PubMed and Web of Science do not index it, and 
Google Scholar lists 21 citations versus 551 for 
the systematic review.2

Wald and colleagues assume that the 24% 
would be 30% if everyone had participated, and 
use the 30% to calculate the number of avoided 
deaths. As not all invited women participate, 
this is misleading. It is like saying that if 
everybody with meningitis were treated earlier, 
more would be saved. The authors also neglect 
that attendees are different from non-attendees 
(self selection bias), which is why intention to 
treat analyses are preferred over per protocol 
analyses in trials.

Their estimate of the risk of dying from breast 
cancer is also inflated. Women of 50 do not 
have a 3% risk over the next 20 years. They 
give no reference, but the lifetime risk, not the 
20 year risk, is about 3% of dying from breast 
cancer in the UK.4

There is no sign of an effect of breast 
screening in UK statistics,5 which there should 

be if Wald and colleagues were right. The 
estimated benefit that the programme was 
based on is incorrect, as is the premise that 
there would be no overdiagnosis. It is therefore 
time for an independent review of the NHS 
breast screening programme.
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Congenital abnormalities

Data needed to establish causes

The cause of the reported cluster of children 
born with limb defects in Corby is unknown, 
despite the recent High Court verdict implicating 
toxic substances.1 We need to identify clusters 
of congenital anomalies through routine 
surveillance and establish potential causes 
through rigorous scientific research.

The government set up the National Congenital 
Anomaly System for England and Wales in 1964 
after the thalidomide “epidemic.” Congenital 
anomalies were under-reported to this system, 
so regional registers were set up in some areas 
but cover fewer than half of all the births in 
England.2 3 They are all members of the British 
Isles Network of Congenital Anomaly Registers 
(BINOCAR) (www.binocar.org/), which aims to 
provide continuous monitoring of the frequency, 
nature, causes, and outcomes of congenital 
anomalies for the British Isles by means of 
national regional and disease specific registries.

Funding of these English registers is 
precarious, but long term support is crucial to 
provide accurate knowledge on the background 

frequency of different congenital anomalies, 
and thus identification of clusters. The need for 
central core funding was highlighted in 2004 
but has yet to materialise.4

BINOCAR thinks that a scientific link between 
inhalation or ingestion of airborne pollutants 
and specific congenital anomalies remains to 
be proved. Accurate data on the occurrence 
of anomalies, gathered longitudinally from 
multiple sources, are needed. Some congenital 
anomalies can be prevented, but without 
collecting good quality data any putative 
associations will remain inconclusive.
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assisted suiCide

Doctors, steer clear
Fortune is naive to believe that “formal legislation 
to cover physician assisted suicide and 
euthanasia will make the situation a lot safer both 
for people at the end of their lives and for those 
caring for them.”1

As a legislator for nearly 20 years, I know 
the pitfalls of trying to draft legislation and the 
consequences of it being used as a tool to deal 
with difficult moral issues that require wisdom 
and judgment, not legal certitude.

The medical profession is the most toasted of 
all professions because in the public mind there 
is no ambivalence as to its purpose. It is there to 
treat, cure, and care for sick and disabled people. 
Once lawyers get involved the whole premise 
changes: bitterness, strife, and serious money 
take over, families are divided, and suspicion 
reigns.

Doctors should steer clear of assisted 
suicide—or more accurately of putting people 
to death—if they want to retain the trust of their 
patients.
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