Thank you for circulating the draft notes of the NSC GBS Stakeholders’ Meeting last November.  I was pleased to have been there and to hear and take part in the discussions.  I was delighted that Morven Edwards spoke – I thought her contribution was outstanding. 

I was disappointed by the number of organisations not represented, though I assume those such as the NCT, Royal College of General Practitioners, etc, were invited.  I appreciate only so much can be done to encourage people to attend and am delighted others are being given the chance to see the slide presentations and to comment on the meeting summary.  However, that so many chose to come is a mark of how important they consider this issue.
I hadn’t realised from the agenda (received only the week before on 5th November) that there would be an opportunity for personal views to be given – at the start of the final presentation which Peter Brocklehurst gave he mentioned a couple of times that he was presenting his and Sara Kenyon’s views, rather than an official position.  I was very disappointed that no slot was given for patient views – GBSS had been invited to present patient views at the last NSC GBS meeting and it was a shame we were not asked to do so at this meeting.  Had we seen the agenda at draft stage, we would have suggested it and welcomed the opportunity.

With regard to the meeting report itself:

2
HPA surveillance of invasive GBS infection

Paragraph 3 and 4 are misleading.  Although the proportion of neonatal GBS infection out of all reported cases of GBS infection in the total population between 2003 and 2007 has fallen, neither the incidence nor number of cases of neonatal GBS infection has – looking at the HPA data for England, Wales & Northern Ireland, reported cases have increased as follows:
Age 0-90 days – 2003 incidence 0.48 up to 0.61 in 2007 (no of reports 311 & 421 respectively – up 35%)

Age 0 - 6 days – 2003 incidence 0.32 up to 0.37 in 2007 (no of reports 207 & 258 respectively – up 25%)

Age 7-90 days – 2003 incidence 0.16 up to 0.24 in 2007 (no of reports 104 & 163 respectively – up 57%)

Whilst I appreciate Theresa Lamagni didn’t go into this level of detail at the meeting, she did make it clear that neonatal GBS infections have been increasing and that’s not clear from the meeting report – in fact paragraph 4 states that reports of EOGBS infection have ‘remained relatively stable’ – this needs to be changed to reflect the above.

One of the key points Theresa’s presentation made was that neonatal GBS infection has not gone away since the introduction of guidelines and indeed is important in older as well as younger age groups.  It remains a clinical challenge and, based on voluntarily reported cases, about 50 babies per year are still dying – and, even taking a minimum estimate of the effectiveness of prophylaxis, 40 of those could be prevented.  But many more babies are left damaged, and even more have to spend days or weeks in intensive or special care, with all the trauma for parents that this involves. Even when a baby makes a full recovery, the illness itself is traumatic for the parents and has a knock-on effect for future pregnancies.

3
Recent Studies
ORACLE study results - Sara Kenyon talked about the importance of the ORACLE study results, which indicate that (as we knew) antibiotics are not a free lunch.  However, it is important that we draw a very clear distinction between broad-spectrum oral antibiotics given before term for up to 10 days to women most of whom are not in progressive labour, and high-dose intravenous penicillin given for six to eight hours on average, in established labour, mostly at term – this distinction should be spelled out in the notes.  In addition, it is reassuring that the ORACLE results suggest that giving antibiotics to women with ruptured membranes does not appear to produce long-term sequelae in the baby.

HTA study on prenatal screening and treatment strategies – Paragraph 3 states that ‘Assuming a vaccine was not available treating all high risk groups and screening low risk term women was thought to be cost effective.  However further research was recommended to reduce the uncertainty around this.’  Ruth Gilbert’s slide 8 says,
‘If vaccination is NOT available, add culture screening for low risk women (but treat all preterm and high risk term regardless of test result). – Moderately uncertain – may be better to invest in research first (Value of information £29M).’   (my italics)
That’s quite different from recommending further research as reported in the meeting report.   Ruth’s slides 18 & 20 say 
‘the choice between adding culture testing for low risk women or vaccination for all should be informed by future research.  Trials to evaluate vaccine efficacy should be prioritized.’  
This is recommending research to inform the decision between vaccination and culture testing for low risk women, not the decision between whether to add culture testing for low risk women or to continue to use the current risk factor approach.  Ruth’s slide 9 clearly showed the current risk factor approach to be less beneficial than culture testing.  If vaccination was likely to be available in the short term, then introducing culture screening for a short time before introducing vaccination would probably not be cost effective.  But, as Morven Edwards told us, a vaccine is unlikely to be available in less than ten years.  In the meantime, preventable infections and deaths will continue to occur if we persist with the inefficient risk factor approach.  
HTA study of rapid testing - Jane Daniels’ presentation made the point that PCR testing in labour is comparable in accuracy to 35-37 week culture when using swabs from the vagina and rectum but that they do not recommend PCR testing given the current technology.  She also showed that culture testing was more cost effective than using risk factors (slide 13), indicating that at present we should concentrate on swab based testing at 35 to 37 weeks using enriched media.

Para 3 – Jane Daniels also said during her presentation that treating everyone routinely with antibiotics was not considered acceptable or practical so they removed this from the analysis.  The meeting report seems to be reiterating the earlier comments on the ORACLE trial follow-up results about the potential harmful effects of antibiotics.  If this is to be included here again, and I would question the need, then the distinction between broad-spectrum oral antibiotics given before term for up to 10 days to women most of whom are not in progressive labour, and high-dose intravenous penicillin given for six to eight hours on average, in established labour, mostly at term should be repeated as well.
Not included in the report – There was a discussion about why they had encountered such a high refusal rate in their study.  Jane said that this was probably in part because the results of the testing would not be used to inform the women’s care in labour.

I don’t understand the statement ‘the expectation around PCR technologies was that they would have a much greater accuracy than culture testing and the positive presentation of their relative sensitivities was considered misplaced by some.’  Please clarify this.
Trial of screening for GBS carriage in pregnancy – It was clear from both Peter Brocklehurst’s presentation and the ensuing discussion that there had been widespread agreement on the desirability of the trial going ahead and huge disappointment when it was turned down.  This should be noted.
4
Vaccine development

Background to the UK context – Final paragraph in this section: the rationale is both greater prevention of GBS disease and reduced antibiotic use.  

In discussion – Paul Heath, Morven Edwards and Androulla Efstratiou all described possible ways in which vaccines could be made but, despite limited clinical trials going on now for 16 years, a successful vaccine is at least 6 years and probably 10-15 years away (even were a pharmaceutical company persuaded to make it, given how risk averse they are to producing products for use in pregnancy).  
Morven described the success of the American strategy of universal testing - mortality from GBS disease has been reduced by two thirds, resulting in a 25% overall drop in neonatal deaths from all forms of sepsis.  This is consistent with this drop being predominantly due to the reduction in GBS disease.  
Although the future availability of an effective, safe vaccine against GBS infection needs to be borne in mind when considering UK policy, unfortunately this is still many years away – quite possibly it will be decades before one is offered routinely to pregnant/pre-pregnant women.  In the meantime, the model of universal testing has been tried and proven effective in other countries and could be introduced immediately, preventing many cases of EOGBS disease.
5
Clinical practice

RCOG Audit – Paragraph 3 – I would disagree with the statement that reported practice was broadly consistent with the RCOG guideline.  According to David Cromwell’s slides, 
· 75% of units offer IAP for previous maternal GBS without a +ve swab in the current pregnancy
· 57% don’t offer IAP for preterm labour

· 49% don’t offer IAP for Prolonged ROM >18 hours

· 49% offer a non-recommended antibiotic regimen 

· 38% swab women who have previously had a baby with GBS infection, and

· 26% selectively or universally screen

Given not one of these is recommended by the GTG, a fairer statement would be that there is a widespread failure to practice in a way consistent with the RCOG GBS guideline.  
The ‘In discussion’ point that further work around the education and training of health professionals being required in this area is far too mild.  There was total agreement that education is key to preventing more GBS infections in babies.  The widespread failure to practice in a way consistent with the RCOG GBS guidelines shows just why we need education.  A robust educational program is vital to  ensure that at the very least we implement care according to what we do know – indeed, this may be the single most important factor in preventing GBS infections in babies while the deliberations of NSC, RCOG, etc are ongoing.
6
Screening Policy
Review of the evidence – 4th Bullet point – If the 76% is from Jane Daniels’ talk, then this relates to a meta-analysis showing the predictiveness of a positive ECM result for being GBS positive in labour when the test is taken at 35-37 weeks.  It's important to note that a negative result in the same circumstance is 95% predictive of still being negative at delivery.  It would be good to have more information about this meta-analysis. 

Also on those bullet points, it was disappointing that a fifth option, which GBSS’s medical advisory panel raised when they met with the NSC in the spring of 2008 and which we’ve described in emails since, wasn’t included.  This option is:

· every low-risk pregnant woman to be offered a sensitive test for GBS colonisation at 35-37 weeks of pregnancy free of charge (and, until these tests are freely available, all pregnant women should be told that these tests are available privately or at the very least directed to GBSS or some other information source so they can be told) 

· every high-risk pregnant woman (those who have had a baby with GBS disease, those with GBS bacteriuria during the current pregnancy and/or multiple risk factors – 2 or more of GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be recommended to have intravenous antibiotics from the start of labour until delivery 

· every higher-risk pregnant woman (those with only one risk factor - GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be offered intravenous antibiotics from the start of labour until delivery.

With regard to the meeting report, 
Para 6 – “A Cochrane review based on culture proven sepsis had estimated the effectiveness  of IAP’s in reducing GBS to be 90%, Other statistical methods had estimated the effect to be higher but a recent large scale trial had brought this into question.  In this study there was an increased rate of culture negative sepsis associated with the use of IAP.  This was significant as it suggested that IAP reduced culture positive and culture negative disease at different rates.  Extrapolating the impact of IAP from culture positive sepsis alone would overestimate its effectiveness.  The morbidity and mortality reported in the study also suggested that culture negative sepsis was no less severe than culture positive sepsis and must be factored in to discussions of IAP’s effectiveness and that of screening programmes.  

The literature often implies that culture negative sepsis leads to an underestimate of the burden of GBS disease and, while this is correct, it could also reflect the reduced effect of IAP”
The Carbonell paper referred to reported more culture-negative probable GBS infections in babies whose mothers received complete or incomplete IAP than in those who received no IAP.  The paper does not say that is less effective at reducing probable cases of GBS infection than culture-proven cases – it doesn’t give a before picture so we can’t see what reduction there’s been in probable GBS cases.  
In culture-proven cases in Spain the incidence in 1994 was 1.92 cases per 1000 live births which reduced to 0.26 per 1000 in 2001 after a culture-screening approach to prevention was introduced (10 hospitals in Spain, 157 848 live births Andreu A, Sanfeliu I, Viñas L, Barranco M, Bosch J, Dopico E, Guardia C, Juncosa T, Lite J, Matas L, Sánchez F, Sierr M; Grupo de Microbiólogos pare el Esduio de las Infecciones de Transmissión Vertical, Societat Catalana de Malalties Infeccioses i Microbiologia Clínica.  Decreasing incidence of perinatal group B streptococcal disease (Barcelona 1994-2002). Relation with hospital prevention policies  [Article in Spanish]   Enferm Infecc Microbiol Clin. 2003 Apr;21(4):174-9) compared with 0.39 in this report.  As the Carbonell paper says, “the effectiveness of the universal GBS screening approach is well accepted.”  
Data on probable cases of GBS infection is limited – two papers on this (Luck S, Torny M, d'Agapeyeff K, Pitt A, Heath P, Breathnach A, Russell AB.  Estimated early-onset group B streptococcal neonatal disease.  Lancet. 2003 Jun 7;361(9373):1953-4. and Trijbels-Smeulders M, de Jonge GA, Pasker-de Jong PC, Gerards LJ, Adriaanse AH, van Lingen RA, Kollée LA.  Epidemiology of neonatal group B streptococcal disease in the Netherlands before and after introduction of guidelines for prevention. Arch Dis Child Fetal Neonatal Ed. 2007 Jul;92(4):F271-6.) report from countries without universal screening for GBS in pregnancy, each using a risk-factor approach to prevention.  These show around 3 times as many probable cases of GBS infection as culture proven cases in the Netherlands and approximately 2.25 times as many probable cases of GBS infection in central London (a pretty small study).  The Carbonell paper reports on centres where universal testing for GBS carriage during pregnancy was adhered to and shows approximately 1.20 times as many probable cases of GBS infection as culture proven cases.  So, extrapolating from these three papers, it would seem that the culture screening based approach reported in the Carbonell paper may be reducing more probable GBS infections than culture-proven.  So, rather than showing a reduced effect of IAP, it may be that IAP is even more effective at dealing with the total burden of early onset GBS disease (culture proven and probable) than we’d thought.
Para 9 – “The risk of fatal maternal anaphylaxis had been …. reported.”  This is too mild – it’s been significantly over-estimated.  It was agreed at the meeting that fatal maternal anaphylaxis from penicillin is extremely rare, with possibly less than one case per 5 million, although there is perhaps one or two chances per million of anaphylaxis that can damage the baby.

With regard to the final sentence - if the mention of the long term risks of antibiotic use highlighted in the ORACLE trial is to be included here again, and I would again question the need, then the distinction between broad-spectrum oral antibiotics given before term for up to 10 days to women most of whom are not in progressive labour, and high-dose intravenous penicillin given for six to eight hours on average, in established labour, mostly at term should be repeated too.  Extrapolating from the ORACLE study results is like comparing oranges with bananas – not only was a broad spectrum antibiotic given for up to 10 days, but also the dose was low: it is a completely different situation.

Para 10 – It was accepted that the risks of severe anaphylaxis are very small, therefore there is no need for conflict between offering IAP and offering choice around place of birth.  This is not recognised in the meeting report.
In discussion 
Para 1 – No, it was not agreed that “with current data the overestimation of IAP’s effect in reducing GBS disease could not be quantified and there was conflicting evidence from the USA on the reduction of overall sepsis.”  It was agreed that it was not possible to quantify the overall effectiveness of IAP based on the Carbonell paper.  It was also agreed that there were concerns about the recent rise in GBS infections particularly amongst the black population.  I agree with the statement “the Spanish study’s findings on culture negative sepsis demonstrated that reductions in culture positive EPGBS could not be assumed to equate with the total reduction in EOGBS and this made the treatment effect more uncertain.”  However, comparing this study with the Luck & Trijbels-Smeulders papers shows that the treatment effect seems better than we thought rather than worse.  These papers need to be taken into consideration in the light of this.
Para 2 - The current Government policy is to offer choice in maternity matters and not offering pregnant women sensitive GBS tests flies in the face of this policy.  During the discussion, GBSS disagreed with the suggestion that the average pregnant mother is unable to understand the issues involved (when carefully put, as in the GBSS literature, most women can make an adequately informed choice).  We felt that refusing to give women information about GBS and how to test for it was inconsistent with the Government policy of encouraging choice in maternity care.  Peter put forward the view that, without an agreed policy of routine screening, it would not be appropriate for women to be offered an informed choice.  Surely, when there is disagreement over what is the best course of action, choice is even more relevant than when something is clearly indicated or not indicated (when recommendations, rather than offers of treatment, can be made, accepting that even recommendations can be declined).
With regard to the need for a clear protocol for managing results from private tests for GBS within the NHS if health professionals inform pregnant women that an ECM test is available privately – this already needs addressing as thousands of pregnant women each year are already having private GBS tests.  It is not a valid argument against health professionals informing pregnant women of the privately available ECM tests.
Para 3 – The implementation of a more ad hoc NHS testing policy would (not might) increase the information available to pregnant women.  I think this needs a bit more explanation – Peter mentioned the option of screening without automatic use of intrapartum antibiotic prophylaxis, but instead using the results of screening as a key risk factor against which to judge the need for both prophylaxis and therapy.  
I disagree that the meeting thought it “questionable that women would decline treatment on receipt of a positive result”.  My recollection is that it was not known at present how many women would choose treatment and how many would choose observation on receipt of a positive result if they did not develop additional risk factors.  However, it was agreed by many in the audience that this would represent an important and realistic choice that women could make.  It would be interesting to ask patient organisations, such as the NCT, their views on this.
Para 4 – The facts that a) the introduction of culture based screening in the USA took place in the context of a much higher incidence of EOGBS and b) that their current incidence, which is not hugely dissimilar to ours for culture-proven cases, is not expected to be reduced are not valid reasons to preclude introducing culture screening in the UK and reduce our smaller incidence significantly.  
Missed from the notes on the discussion - It was agreed that enriched medium culture remained the goal standard for diagnosis of GBS carriage in pregnancy.  It was also agreed that PCR technology lacks sensitivity, and that penicillin remains the antibiotic choice for both prophylaxis and treatment of GBS disease.  
On the point that screening for GBS could only be introduced if a RCT had been conducted, Philip Steer pointed out that there were no randomised trials of the safety of home birth, and yet the Government was urging primary care trusts to offer it as an option on the grounds of enhanced maternal choice.  So screening for GBS could be introduced on the same basis, were an RCT not possible.

There was complete agreement within the meeting that the level of education about group B Strep prevention is hugely inadequate and that this is key to the increasing prevention of GBS infection in newborns.  Given this, it was disappointing that how to increase knowledge levels for relevant health professionals and expectant / new parents was not addressed.  

Anne Mackie ended by saying that it was not possible to discuss any options which included women purchasing the screening privately, as this would conflict with the concept of NHS care.  This contradicts recent Government decisions that people can top up their NHS care (for example in cancer treatment) with private options, without jeopardising their entitlement to the NHS component.  This seems to me to be an arbitrary limitation of freedom of choice, particularly when the private test is relatively inexpensive (compared for example with cancer treatment).  The situation can be seen as analogous with the time when most women purchased their own nuchal translucency scans for Down's syndrome screening before they were widely available on the NHS.

Summary Points

· The evaluation of screening against NSC criteria found no new evidence to justify a change in current policy.  We disagree.  There is new evidence not recognised in Peter’s evaluation.  Detailed comments on the shortcomings of this evaluation are below at Appendix 1.
· Stakeholders would have the opportunity to comment on the meeting report and evaluation against NSC criteria.  Comments would be considered by the NSC when making a decision on screening policy for GBS carriage.  Excellent – we’re delighted all comments will be considered.
· HPA surveillance data indicates that the epidemiology of invasive GBS disease is changing with infant disease accounting for a decreasing proportion of all cases.  This is misleading – infant disease is also increasing, it’s just that adult disease is increasing faster.
· The complex interplay of factors determining the uneven distribution of disease outcomes across the range of risk groups was emphasised.  This was accompanied by uncertainty on the differential impact of antibiotics on different maternal risk groups in terms of disease reduction. We question the conclusion that IAP is less effective against probable EOGBS disease and request that this is revisited in the light of the Dutch and London papers.
· Recent publications have highlighted concerns about a range of issues relating to the potential harms, both short and long term, of antibiotic use in labour.  This was a recurrent theme of the meeting which was emphasised by all stakeholder organisations.  Actually, I think the concern was focussed on antibiotic use in pregnancy rather than specifically in labour.  There was also the recurrent theme that we can’t conclude the ORACLE results would be replicated when IAP is given against EOGBS disease because of the different antibiotics used, different dosage, different administration route, different timings and different duration.
An important but missing summary point is that the RCOG guidelines are not well adhered to in the UK (according to the RCOG’s own audit) and raising the level of education and awareness of good group B Strep prevention key to the increasing prevention of GBS infection in newborns.  
Finally just in case it’s not clear, what we at GBSS would like to see is:

· every pregnant woman being given information on GBS as a routine part of her antenatal care 

· every low-risk pregnant woman being offered a sensitive test for GBS colonisation at 35-37 weeks of pregnancy free of charge (and, until these tests are freely available, all pregnant women should be told that these tests are available privately or directed to the GBSS website where they can find out about them) 

· every high-risk pregnant woman (those who have had a baby with GBS disease, those with GBS bacteriuria during the current pregnancy and/or 2 or more of: GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be recommended to have intravenous antibiotics from the start of labour until delivery

· every higher-risk pregnant woman (those with only one of: GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be offered intravenous antibiotics from the start of labour until delivery

We at GBSS believe that ECM tests not being easily accessible within the NHS is anachronistic, particularly given the increasing number of other countries which make this method of testing available to be used at the discretion of health professionals, even if it’s not available for everyone as a national screening programme.   
We would, of course, be welcome the opportunity to expand on any of the above points and look forward to hearing how these points have been taken into consideration by the NSC when making a decision on screening policy for GBS carriage.

Best wishes,

Jane Plumb
Appendix 1:  Comments on the shortcomings of the evaluation of screening against NSC criteria

2ii
The natural history of the condition should be understood.  All research shows the link between carrying GBS late in pregnancy and EOGBS disease.  There’s always room for more research but to suggest that we need more research before understanding this issue sufficiently is misleading.

2iii
There should be a recognised latent period or early symptomatic stage.  Women aren’t usually aware of carrying GBS late in pregnancy because they’re not usually tested for GBS.  However, we know that carrying GBS late in pregnancy is a risk factor for EOGBS disease so, in effect, this is the latent period.  

3 
All cost-effective primary prevention interventions should have been implemented as far as practicable.  The paper only refers to colonisation not being eradicated by antibiotics and the future potential of a vaccine, missing out the issue of testing women in pregnant and offering IAP to those carrying GBS.  This prevention intervention should be implemented as far as practicable.

4
The Test – there should be a simple, safe precise and validated screening test.  Jane Daniel’s presentation regarding the HTA commissioned research study showed that the PCR and OIA tests aren’t practicable or accurate enough, showing ECM (which has been validated) is the way to go – so we do know what test to use and when.  

6
The tests should be acceptable to the population.  Although no formal studies have been done in the USA, Australia and New Zealand, the fact that there is a very high take up suggests that it is acceptable in those populations.  Regarding the Jane Daniels et al HTA study, the implication drawn is that there may be as high as a 57% refusal rate for routine screening for GBS – but, given that women in the HTA study were participating purely altruistically, with no potential for benefit to them or the child they were carrying, this is not a reasonable conclusion to draw.  And given that the leading reason (16.7%) given for refusal were objections to taking the swabs, the research showing self-collected samples being as effective as health professional collected may go some way to addressing this concern.

8
The treatment – There should be an effective treatment or intervention for patients identified through early detection.  The statement about the Spanish study illustrating that the use of IAP may not be sufficient to prevent EOGBS neonatal sepsis and neonatal death from sepsis is misleading – it shows that IAP may not be sufficient to prevent clinical infection, particularly where the EOGBS infection was intrauterine – indeed the mothers of all 3 of the babies who died from probable GBS infection had chorioamnionitis.  But we’ve always known IAP isn’t 100% effective, particularly where chorioamnionitis is involved.  That’s not to say we shouldn’t be preventing the cases which are preventable!  



“It is not possible to quantify the effectiveness of IAP at decreasing the incidence of EOGBS sepsis.” Ruth Gilbert’s presentation on the HTA commissioned study showed new evidence that testing and offering IAP to high risk women plus those found to carry GBS is both clinically and cost effective.  Clearly more research would probably make the estimates more accurate – but we’ve got to make a decision based on estimates sometime, so how about now?


IAP clearly is effective (though not 100%) at preventing EOGBS sepsis and new evidence suggests it is even more effective at preventing cases of probable EOGBS sepsis (Spanish study, looked at in conjunction with Dutch & London studies).  

9
There should be agreed evidence based policies covering which individuals should be offered treatment and the appropriate treatment to be offered.  It should be mentioned that the RCOG guidelines used information available up until 2003 and that substantial research has been published since that time relating to EOGBS prevention.  

11 
The Screening Programme – There should be evidence from high quality Randomised Controlled Trials that the screening programme is effective in reducing mortality or morbidity.  The NSC’s statement re randomised controlled trials says ‘should be’ not ‘must be’.  Whilst there was widespread support for someone to fund the RCT proposal developed by Peter et all, it wasn’t funded.  It is increasingly unlikely that an RCT of culture-based screening compared with a risk factor approach will be funded in the UK in the foreseeable future given a) the current economic climate, b) the fact that Peter’s proposal was rejected last year and c) all the currently and newly available evidence points to a culture-based screening programme being both clinically and cost effective against early onset GBS (proven and probable) infection.  Waiting for an RCT which is so unlikely to happen is procrastination.  A decision needs to be made based on the evidence now available – and that should be to offer low-risk pregnant women sensitive testing for GBS late in pregnancy.
Again it’s disappointing that the fifth strategy which GBSS supports and which was described to the NSC in the Spring of 2008 is not included here.  This option should be considered:

· every low-risk pregnant woman being offered a sensitive test for GBS colonisation at 35-37 weeks of pregnancy free of charge (and, until these tests are freely available, all pregnant women should be told that these tests are available privately or directed to the GBSS website where they can find out about them) 

· every high-risk pregnant woman (those who have had a baby with GBS disease, those with GBS bacteriuria during the current pregnancy and/or 2 or more of: GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be recommended to have intravenous antibiotics from the start of labour until delivery

· every higher-risk pregnant woman (those with only one of: GBS carriage, maternal pyrexia, preterm labour, preterm rupture of membranes, prolonged rupture of membranes) should be offered intravenous antibiotics from the start of labour until delivery


12
There should be evidence that the complete screening programme (test, diagnostic procedures, treatment/intervention) is clinically, socially and ethically acceptable to health professionals and the public.  


Health professionals – “They also found that 24% of obstetricians and 30% of family physicians were theoretically willing to expose more than 10,000 women to IAP to prevent a single neonatal death”.  This minimises the potential benefit – it’s not only about preventing deaths, though clearly that’s hugely important, it’s also about preventing unnecessary infections, including those which will result in long term problems for surviving babies, plus unnecessary grief and trauma for families both for the current and future pregnancies. 


It is interesting that the midwives participating in the focus groups had anxieties about unnecessary treatment, particularly widespread prescription of antibiotics.  It is also interesting that there was no corresponding relief reported in the paper of midwives knowing whether GBS is present when looking after labouring women – was this not found or just not reported?  All at the meeting were concerned to minimise unnecessary antibiotic.  However, with regard to determining where the balance of risk lies for women carrying GBS at delivery, surely it is not appropriate for midwives to determine this without involving their clients in the decision.

13
The benefit from the screening programme should outweigh the physical and psychological harm (caused by the test, diagnostic procedures and treatment).   No information given here of the potential benefits – just a dismissive statement that the real benefit can only by hypothesised from the available evidence, which surely is always true before a screening programme is introduced.  And then there are pages of opinion about the potential harms, which again can only by hypothesised from the available evidence.  For the record, potential benefits of a screening programme include 

· relevant health professionals are fully educated about GBS, including the risk/benefits of testing and of IAP

· sensitive tests for GBS available within NHS so health care professionals can be reasonably certain of the GBS status of a woman for 5 or so weeks after the test is taken

· health professionals and pregnant women know the GBS status of many labouring women, enabling them to make an informed choice about what action, if any, to take against EOGBS  

· pregnant women are informed about EOGBS (and LOGBS so they can recognise signs of LOGBS infection and act more quickly, potentially minimising the severity of the infection)
· pregnant women are offered the choice to be tested for GBS late in pregnancy

· pregnant women found to carry GBS are empowered to decide in what circumstances, if any they want IAP

· Up to 80-90% early onset GBS infections and resultant deaths and sequelae could be prevented in the UK


13i
Maternal anaphylaxis - American experience of fatal anaphylaxis is 0/12,000,000.  7 reports of maternal anaphylaxis without death, resulting in 5 babies not developing normally after birth.  Although clearly a real issue, the risk is tiny in comparison with the number of babies whose EOGBS infections – which cause much more death and disability – have been averted by IAP.

13ii
Impact of antibiotic use – Likening the women in the ORACLE trial with those who would be offered IAP, despite recognising the antibiotics, the dosage, their administration method and duration are different from those used for IAP, is inappropriate.  As discussed at the meeting, we already knew that antibiotics are not a free lunch.  It is important that we draw a very clear distinction between broad-spectrum oral antibiotics given before term for up to 10 days to women, most of whom are not in progressive labour, and high-dose intravenous penicillin given for six to eight hours on average, in established labour, mostly at term.  And we should not leap to the conclusion that different antibiotics, given by a different route and over a different timescale would give the same results as the ORACLE trial. It is reassuring however that the ORACLE results suggest that giving antibiotics to women with ruptured membranes does not appear to produce long-term sequelae in the baby although again direct comparison cannot be made.

13iv
Possible impact on neonatal sepsis – The papers referred to which suggest an overall increase in neonatal sepsis relate to IAP using broad spectrum antibiotics, not penicillin, which is narrow spectrum.  Studies using penicillin for IAP would be a better comparator – and are quoted later as reporting stable or decreasing rates of gram-negative neonatal sepsis.

13v
Medicalisation of childbirth – Concern about anaphylaxis when IAP is given outside a hospital setting has been, as we have seen, considerably over-estimated and arrangements should made so midwives can offer IAP at home and in birthing units.  The potential risks should be explained to women wanting IAP outside of hospital, alongside the potential benefits.  Any concerns that women receiving IAP would have more intervention as a result should be addressed by a robust education programme aimed at both health professionals and pregnant women.  Such a programme, and such information, would facilitate more women being given the choice around place of birth.

14
The opportunity cost of the screening programme (including testing, diagnosis and treatment) should be economical balanced in relation to expenditure on medical care as a whole.  The potential impact of incorporating the effect of widespread use of antibiotics on the development of antibiotic resistance (which so far is zero in at least 12,000,000 in the USA for penicillin) and the effect of potentially catastrophic anaphylaxis in labour (again so far 0/12,000,000 in the US) are suggested as outweighing the very many sick, disabled and dead babies resulting from EOGBS infection – surely not!  The HTA report clearly showed that current practice is not cost effective and, in the absence of a proven vaccine, the next best cost and clinically effective options – whilst minimising antibiotic use – all involve testing pregnant women for GBS.  

15
There should be a plan for managing and monitoring the screening programme and an agreed set of quality assurance standards.  As stated, there’s already BSOP58 from the Health Protection Agency on testing for GBS in pregnancy which can be used as a basis for the quality assurance standards for testing.  A plan for managing and monitoring the screening plan could be devised, along the lines of other screening programmes.  The fact that a plan doesn’t yet exist specifically for GBS should not drive a decision not to adopt screening.
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Adequate staffing & facilities for testing, diagnosis, treatment and programme management should be available prior to the commencement of the screening programme.  Offering GBS tests to all pregnant women will increase the burden on maternity and laboratory services. It would also replace many unnecessary HVS tests being carried out and, if women were offered the choice of taking the samples themselves, could minimise additional visits.  Administering IAP appropriately will increase workloads but some of this will be offset by women not being given IAP inappropriately and, going into the future, significantly less time needed supporting women through pregnancies after a previous baby suffered EOGBS infection.  Savings will also be made in neonatal services and ongoing support provided to children suffering long-term effects from their EOGBS disease and their families.
The need to provide adequate training of staff is not an additional cost – robust training of staff in preventing EOGBS disease is required regardless of whether a screening programme is adopted as the RCOG audit clearly showed.  However, if done in conjunction with introducing testing for GBS, this would obviate the need for two education programmes.

Summary & Recommendations – The statement that “The current incidence of culture-proven EOGBS neonatal sepsis in the UK is similar to that seen in the USA despite their national screening programme” does not mean we shouldn’t introducing a programme here.  It would reduce the incidence in the UK significantly – other countries who have done so have seen their incidence fall by up to 70%, so could we.  

“In addition, there are substantial uncertainties about whether the administration of IAP is as effective as suggested at preventing EOGBS neonatal sepsis because the existing evidence relies solely on the outcome of culture-proven GBS sepsis rather than all EOGBS sepsis (culture-proven and probable).”  Actually, evidence from the Spanish, Dutch and London suggests IAP may be even more effective against probable EOGBS sepsis than we thought which strengthens the argument for IAP.

“In addition, very recent evidence suggests that the practice of offering antibiotics to women presenting in preterm labour may not be without risks. Although the ORACLE trial used erythromycin and co-amoxiclav rather than penicillin, the finding of an increased risk of cerebral palsy and neurodevelopmental impairment does make the blanket prescription of IAP for GSB prophylaxis to all women presenting in preterm labour difficult to support.”  It is important we again draw a very clear distinction between broad-spectrum oral antibiotics given before term for up to 10 days to women most of whom were not in progressive labour, and high-dose intravenous penicillin given for six to eight hours on average, in established labour, mostly at term.  (It is reassuring that the ORACLE results suggest giving antibiotics to women with ruptured membranes does not appear to produce long-term sequelae in the baby.)  The mothers of most of the babies in the ORACLE study would have been born before the window when testing for GBS would be recommended (35-37 weeks of pregnancy) so, although any programme would need to address the issue, most of the mothers in the ORACLE trial would not have been offered testing in pregnancy anyway.  

I disagree with the conclusion – there is more evidence now for offering women tests for GBS late in pregnancy.  In my opinion, there was adequate evidence in 2003 when it was last considered, and there is now a wealth of evidence to support it.
With regard to the research recommendations 


– RCT: Whilst there was widespread support for someone to fund an RCT, the proposal Peter submitted wasn’t successful.  It is increasingly unlikely that an RCT of culture-based screening compared with a risk factor approach will be funded in the UK in the foreseeable future given a) the current economic climate, b) the rejection of Peter’s proposal last year and c) all the currently and newly available evidence points to a culture-based screening programme being both clinically and cost effective against early onset GBS (proven and probable) infection.  Waiting for an RCT which is so unlikely to happen is procrastination.  A decision needs to be made based on the evidence now available – and that has to be for offering pregnant women testing for GBS late in pregnancy.


- Vaccine development: agreed this needs urgent funding but as well as (not instead of) introducing a swab-based screening programme which would prevent most EOGBS infection now.


- Rapid tests: agreed more research should be put into this but again as well as (not instead of) introducing a swab-based screening programme to prevent most EOGBS infection now.

