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Dr Gopal Rao — Has the screening

programme at Northwick Park made a
difference?

As with any programme, you need to measure the success and | think the processes
themselves are testimony to the commitment that our staff has had. But at the end of the
day of course, the key point is, has it made a difference?

So with that prelude, | would like to say what we have found so far as a result of our
screening. Our screening rate is roughly about 80% so there is still scope for improvement.
We started off at 40%, as you can imagine we started off in the antenatal clinics and then
rolled it out to the community. | think 80% is not bad. America after 10 years is achieving
that amount, a little more than that amount, but obviously it is a bigger country than
Northwick Park hospital. So | am not very disappointed and | think we do need to get our
GPs on board but roughly 80% of our people have been screened. Very few people have
declined. | think it is merely because people had not been offered, either because they’ve
been to a GP who was not aware of the screening programme or, for one reason or another;
they have not done the test.

Occasionally of course, we do get inappropriate samples where they’ve sent chlamydia
swabs instead of the GBS swabs or they’re sending us either a high vaginal swab or a rectal
swab but not the - so those have been excluded from these calculations.

So what is the carrier rate? The carrier rate, as expected, is about 30%, right on the top of
what Androulla mentioned, 27%, from their primary site, in the South of England, | think we
know which one that is, Androulla and |, but never mind. So it is about 27% and ours is
roughly 30%.

Is there a difference in the different ethnic groups? | think this is something that we have
not had the information thus far, there has never been a systematic screening programme,
and there is some variation in the positive GBS carrier rate. The highest is among the blacks,
Black African, Black Caribbean, Black Other but | think we need to be very careful how
people classify themselves and nowadays that’s a very tricky bit, ethnic classification. For
instance, as | mentioned earlier, one of the big groups that we have is the Sri Lankans Tamils
and they call themselves Asian Other, because they can’t call themselves Indians, Pakistanis
so they are not included in any group as such. So | think we need to be a little careful about
it but we do know that the overall rate is quite tight confidence interval there, roughly
about 30%.
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So did it make a difference in the early onset GBS rates? So rather than look at different
time periods like 2009, 2010, 2011, 2012 and so on and so forth, what | did, and you can
criticise me for saying this, but | think the crux of the argument is whether we are comparing
the screened populations or the unscreened populations. So when | clubbed all the
unscreened populations together, we had roughly about 27,000 of which 27 developed an
infection which gave me a rate of a little over 1 per 1,000 live births which is again, two and
half times the national average. But you can see the confidence interval is between 0.68 and
1.45 so the real value is probably not too far away from 1 in any case.

If you look at those that are born to the screened mothers, of which we had over 5,000, we
had only one who developed early onset GBS infection. This was a mother who was
screened negative. She screened it herself and when they asked her, they interrogated her;
she said it exactly the way it should be done so clearly we didn’t pick it up then. | was not
exactly sure, in the systematic review that was quoted earlier on, they said that the
reliability of the screening at 35 to 37 weeks using a systematic review was 70%. | think it’s
not that figure. The figure that is cited by the CDC Atlanta from some of the most
authoritative studies, is more like 90%. So | think it gives you fairly good confidence, a little
less than 90% possibly, but it still gives you 10% of women who will not be detected by
screening at 35 to 37 weeks and this was one such lady. She had a baby who was born with
GBS early onset infection, and for one reason or another they had done- she had some
discharge, | think she had an episiotomy, | can’t remember but she had some kind of
discharge following which they did a swab and the swab showed GBS. So clearly it’s one
thing that we may have missed.

So this has reached a level of significance, I’'m not jumping with joy because | know if | get
one more in my intervention arm as it were, you will tell me the statistics are the other way
round so we’re still talking small numbers but these are trends such as the ones mentioned
earlier by [Reshmi] Raychaudhuri.

So let’s see, what has happened to late onset GBS because to date, late onset GBS
surprisingly has figured quite a bit in our discussions. | thought we would not talk about it at
all but it appears that the late onset GBS is a relevant and important cause of sepsis and it
would be interesting to see whether, | know the American data does not suggest that the
intrapartum prophylaxis has made a difference, but again, it might be a quirk of small
numbers, that it looks as though it is making some kind of a difference, while being not
statistically significant.

But maternal bacteraemia, and there is very good biological plausibility why it should be so,
there is a difference. As you know from the figures that were presented earlier by Theresa
[Lamagni], is that most of the maternal bacteraemias occur intrapartum so it is little wonder
then- and the only way they can get maternal bacteraemia is because they are carrying GBS
in their vagina. | can’t believe them having acquired GBS from elsewhere. So if you are giving
the antibiotic intrapartum, more likely than not, that would have an impact on the
intrapartum bacteraemias.
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In our hospital particularly, we are very quick to take blood cultures, we had a bit of a
reputation in the past, as a result of which our clinicians, our midwife, our nurses are very
quick to take blood cultures from our mothers even if they have a small flicker of a
temperature and as a result | think I've got the best data anywhere in the world on maternal
bacteraemias.

So what are the other concerns that were mentioned? Adverse reaction to penicillin: who
knows what is the true incidence of adverse reaction to penicillin is, anything from 10,000 to
100,000 so | have a long way to go before | find out, but we have not had any yet, we have
not even had the slightest allergic reaction as far as | am aware.

There is obviously no resistance to penicillin. We haven’t done the MIC [minimum inhibitory
concentrations] so | cannot tell you about the tolerance to penicillin. Clindamycin resistance,
| was just looking at the data that was presented earlier, they had 15% or 18% resistance to
clindamycin; we had 12% resistance to clindamycin. And this is what | want to

emphasise. Contrary to what is said, this clindamycin resistance is nothing to do with our
use of clindamycin. It is to do with the use of clindamycin elsewhere in the community and
goodness knows in what other situation but certainly, none of these mothers, and most of
them are not allergic to penicillin, have not received clindamycin. These are the strains that
were collected even before we gave any antibiotics.

So | think we have run a reasonably successful programme. There may be some of you who
might be persuaded by the arguments that have been presented today. If it is the national
authorities, even better, but there might be individual organisations who find themselves in
the same position as | found myself. | think what you need is- to preface your programme, it
has to be predicated on clinical necessity and scientific evidence. We have heard this
scientific evidence, but somehow | think if you hardly have any cases of infection in your
own patch, you’'re in rural Wiltshire or something and you don’t ever see a case, then clearly
it's not an important issue for you. So in my case, four times the national average, OK, small
numbers but still, consistently twice the national average, and the scientific evidence is
largely there.

Support from the management, and that was very refreshing. They offered me the money
to pay for the tests and | will shortly tell you how much it was. The staff commitment was
unimaginable. As Grace told you, everybody was supportive; everybody wanted to be a part
of this programme and | have spent many hours in the maternity department trying to
develop support for this as well.

But most importantly, and | have heard the argument of cost effectiveness, the only thing
we paid for is literally the tests, which we got at a fairly concessional rate because of the
numbers we are doing and secondly, the cost of the penicillin which is not very high. It was
integrated into the standard care for the mothers so it got integrated and there was no
additional staffing and there were great pains to say it’s not a study, it’s not a project, it is a
service improvement. That makes a difference because at the moment they see it’s a study,
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everybody becomes so greedy, they want more money, more resources, and we always find
things to do to fill up our time. In this, we had very enthusiastic staff, they all participated
and today it has become a standard of care, it did not require additional midwives and
midwifery assistants and least of all the obstetricians who had a marginal role to play in this.

So how much did it cost? Now this is back of an envelope calculation. | have deliberately
kept it busy because | don’t want you to read the detail! So anyway. There are a lot of
assumptions. The only real costs are the cost of the swabs and the cost of the penicillin. So
when | made out the case, you've got to win them over so | went for a 20% carriage rate and
| said this is how much | want. It roughly turned out to be that we wanted £56,750 for
kicking off this project. | didn’t let them know there’ll be additional work for the nurses or
midwifes or of any of those things.

And | said that if we have 75% reduction, based on the length of stay we’ll have £84,000
saved from the babies, we’ll have another £5,000 saved from the mothers. Other things like,
you know, prevention of medium-long term disabilities, something that we don’t see
immediately and certainly our management is not so far-sighted to look at those kind of
things, they need immediate sort of gratification. So | told them it would cost them £56,000
and it cost me £64,000 in real terms so not a huge difference. | think by any modelling
expert, | think this is very, very satisfactory.

But the real term cost, and I’'m sure my colleague Alison will speak about it later on, about
what is the potential cost of some of these things and | know there is a cost effectiveness
study that will be presented as well. But in effect, if you take the Health Technology
Assessment’s calculation, £32,000 will be saved for every case of early onset GBS prevented,
then by my back-of-an envelope calculation, it is not a Health Economist’s calculation, |
make it fairly substantial and if you also say that again, they say £427,000 per early onset
GBS death prevented, | don’t know how they arrived on that figure but be that as it may,
they know more than | do and in effect, we projected that we will save anything between
£269,000 and £238,000, in reality over £300,000 has been saved.

So | think the worst case scenario is cost neutral. What you should not do is start saying that
we need more staff, more nurses, more neonatal nurses, more obstetricians. Certainly we
do not need obstetricians because they have a marginal role to play in this. The most
important will be the midwives and the midwifery maternity assistants and possibly the
nurses if they are involved in the administration of antibiotics.

What are the next steps? We've got a lot of things to do, we’ve got to improve our
screening rate, we’ve got to look at penicillin MIC to see whether there is penicillin
tolerance being developed; there are a few reports of that from America. We’ve got to do
genomic sequencing which I’'m collaborating with Androulla; we need to look at antibodies
in the mothers. Alterations of microbiota: | don’t have the way it means but if anyone wants
to cooperate on that front 1‘d be more than delighted, and of course the long term
consequences of a child ill.
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