           1                                       Tuesday, 6 December 2011

           2   (10.00 am)

           3               DR RODERIC ELLIS WARREN (continued)

           4              Examination by MR MACAULAY (continued)

           5   MR MACAULAY:  Good morning, Dr Warren.

           6   A.  Good morning.

           7   Q.  The first case I want to look at with you is that of

           8       Mary Burns.  Your report is at EXP02030001.  Can we note

           9       on the front page of your report that you have noted

          10       that Mrs Burns was born on 6 December 1924, and she died

          11       on 2 September 2009?

          12   A.  Yes.

          13   Q.  If we look at the death certificate, at INQ00720001, can

          14       we note that Mrs Burns was 84 when she died on

          15       2 September 2009, that, at that time, she was in the

          16       Royal Alexandra Hospital, and there are a number of

          17       things mentioned on her death certificate for the cause

          18       of death, but not C. difficile?

          19   A.  That's correct.

          20   Q.  I think we can see, in fact, she died on her 84th

          21       birthday, it would appear.

          22           Can we then look at your report on page 5, I think,

          23       to the medical history.  Is it the case here that

          24       Mrs Burns had a number of hospital admissions, beginning

          25       in particular, for our purposes, from 11 October 2007?
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           1   A.  Yes, she was in hospital for a long time, a very long

           2       time.

           3   Q.  If we turn to your list on page 18 of the report,

           4       I think you set out here a summary of inter-ward and

           5       inter-hospital transfers.  We see, to begin with, she

           6       was in the Vale of Leven from 11 October to 21 October,

           7       when she was transferred to the Royal Alexandra

           8       Hospital; is that correct?

           9   A.  That's correct, and shortly afterwards, six days later,

          10       her first stool was positive for C. diff.  So in the

          11       course of her hospital stay, C. diff was quite an early

          12       event.

          13   Q.  I will come back to that.  Can we then note that she's

          14       transferred back to the Vale of Leven on

          15       5 December 2007?

          16   A.  That's correct, transferred back to ward 6, the

          17       admission ward.

          18   Q.  Very shortly after her transfer, she was positive again;

          19       is that right?

          20   A.  That's correct.

          21   Q.  Then she is discharged home, you have noted, although

          22       there is, I think, some confusion in the records, you

          23       thought on 11 April, but is she then readmitted the

          24       following year?

          25   A.  Yes, almost a year's gap.
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           1   Q.  But does she, a year on, still test positive for

           2       C. diff?

           3   A.  Yes, two days later, quite surprisingly, she tests

           4       positive again for C. diff.

           5   Q.  But, again, she appears to have been discharged home on

           6       1 June 2009, and then I think she is admitted finally to

           7       the Royal Alexandra Hospital, where she died shortly

           8       thereafter; does that summarise the position?

           9   A.  That's true.  She had surgery while she was in the

          10       Royal Alexandra Hospital for what proved to be a caecal

          11       tumour, and died shortly afterwards, not having had

          12       a recurrence of her C. diff at that stage.

          13   Q.  Under reference to that summary, then, and we still have

          14       it on the screen, as you have noted, she was in the

          15       Vale of Leven from 11 October to 21 October, and six

          16       days after her transfer to the Royal Alexandra Hospital,

          17       she tested positive for C. diff.  In relation to that,

          18       were you able to come to a view as to where the

          19       infection was acquired?

          20   A.  Well, I think my conclusion was that it probably was

          21       acquired associated with the antibiotic prescription

          22       while she was on ward 6 in the Vale of Leven Hospital,

          23       rather than in the Royal Alexandra Hospital, but it is

          24       impossible to be 100 per cent sure.

          25   Q.  We will look at the antibiotics in a moment, but what
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           1       about the ingestion of the spores, then?

           2   A.  Well, in general terms, I think that experimental

           3       animals suggest that susceptibility to C. difficile is

           4       quite shortly after the antibiotics.  I am not aware of

           5       cases in the Royal Alexandra Hospital, obviously, but

           6       I think it is compatible with acquisition in the

           7       Vale of Leven Hospital.

           8   Q.  Then, if we go down your list, you have noted that she

           9       was tested positive again in the Royal Alexandra

          10       Hospital, and that was on 16 November; is that correct?

          11   A.  That's correct.

          12   Q.  I think we see that is, what, perhaps more than two

          13       weeks after the first positive result?

          14   A.  Yes.

          15   Q.  But less than a month?

          16   A.  Yes -- well, but perhaps just over a month in terms of

          17       the first positive result.

          18   Q.  Then, when she's transferred to the Vale of Leven on

          19       5 December, the following day -- we will perhaps look at

          20       the lab report in a moment -- she tests positive; is

          21       that right?

          22   A.  That's correct.  So she had a very prolonged course of

          23       her C. difficile, during which she was in multiple

          24       wards.

          25   Q.  If we look at that particular report, then: it is
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           1       GGC21050025.

           2   A.  That is the clinical note report.  I think I found some

           3       difficulty in finding the record in the notes for

           4       5 December.  So that is the correct reference.  You will

           5       note halfway down there is a report of C. difficile.

           6       I don't think I could find the laboratory report.

           7   Q.  Indeed.  I think you mention that in your report.  Then,

           8       as you pointed out a few moments ago, when she returns

           9       to the Vale of Leven in April 2009, there's a further

          10       positive result?

          11   A.  Yes.

          12   Q.  Can there be any connection a year on between the two

          13       results?

          14   A.  Well, I have looked at my own experience, in a very

          15       large number of cases, and I think in less than

          16       4 per cent of cases was anything approaching this length

          17       of time, length of interval, seen between C. difficile

          18       positive and negative.  Unless you have actually got the

          19       typing result, it would be very difficult to say whether

          20       there was a connection or not.

          21           It is received wisdom that -- it is published that

          22       approximately half the cases of relapse are with a new

          23       strain, a different ribotype.  I have to say that that

          24       is, again, not my experience on reviewing it, where

          25       perhaps, if control is good of C. difficile and all
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           1       measures are in place, it is only about 10 to

           2       15 per cent are new ribotypes.

           3           So I suspect that this actually relates possibly to

           4       her previous prolonged C. difficile illness, but it is

           5       difficult to be sure.

           6   LORD MACLEAN:  Does that mean it can last as an illness for

           7       a year, and more?

           8   A.  I think the answer is it can -- all right? -- but with

           9       periods of intermission that are prolonged.  What

          10       actually is responsible in an elderly person for

          11       clearing C. difficile is not known; it is hypothesised

          12       that it is the recovery of the normal flora and the

          13       development of antibody, but it is not proven.

          14   MR KINROY:  My Lord, I wonder whether we could clarify one

          15       thing, at page 6, line 1 and following?

          16           Dr Warren said that in cases of relapse it is

          17       received wisdom that approximately half the cases of

          18       relapse are with a new strain, a different ribotype:

          19           "Answer:  ... I have to say that that is, again, not

          20       my experience on reviewing it, where perhaps, if control

          21       is good of C. difficile and all measures are in place,

          22       it is only about 10 to 15 per cent are new ribotypes."

          23           Is that 10 to 15 per cent of the cases of relapse?

          24   A.  That is correct.

          25   MR KINROY:  I'm obliged.
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           1   MR MACAULAY:  Can I then, having focused on when she did

           2       test positive for C. diff, look at your review of her

           3       antibiotic treatment?  You begin that on page 23 and, if

           4       we look at page 23 and page 24, can we note that over

           5       the period that she spent in hospital she did receive

           6       quite a number of antibiotics?

           7   A.  Yes, I think I detected 24 antibiotic courses.

           8   Q.  If we turn to the first admission we looked at for the

           9       Vale of Leven, so that is the one from 11 October to

          10       21 October, and look at page 25 of your report, possibly

          11       in conjunction with page 23, do you there look at the

          12       antibiotic treatment she received during that admission?

          13   A.  Yes.  Preceding her first diagnosis of C. difficile, she

          14       had received ciprofloxacin, moxifloxacin, which is

          15       another newer quinolone antibiotic, and ceftriaxone in

          16       the Vale of Leven, when I hypothesised she acquired her

          17       infection, and she received piperacillin-tazobactam and

          18       a single dose of gentamicin in the Royal Alexandra

          19       Hospital following her transfer there.

          20   Q.  Just focusing on the antibiotics she received in the

          21       Vale of Leven, let's turn to page 26, where you begin

          22       your discussion on that.

          23           The ciprofloxacin, what was the thinking behind

          24       that?

          25   A.  Well, I haven't been able to find a laboratory report,
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           1       but there is a report in the notes, I think a medical

           2       report, that she had had pseudomonas associated with her

           3       chronic urinary catheter.  There is no information on

           4       blood or urinary white cells, so I can't tell very

           5       easily whether that was an infection or asymptomatic

           6       bacteriuria associated with the catheter.

           7   Q.  If it was an infection, then would the ciprofloxacin be

           8       appropriate?

           9   A.  Yes, it would, because there are only limited

          10       antibiotics that are available for treating pseudomonas

          11       infection.

          12   Q.  But if it wasn't, then --

          13   A.  It was superfluous.

          14   Q.  Then the moxifloxacin that you look at next?

          15   A.  Well, this is an antibiotic that I seldom use.  The

          16       patient appeared to be developing a lower respiratory

          17       infection, and moxifloxacin, as a newer quinolone, is

          18       described as having activity against the common cause of

          19       chest infection, the pneumococcus, and I think, in an

          20       attempt to minimise the number of antibiotics she was

          21       given, she was switched from ciprofloxacin to

          22       moxifloxacin to cover the incipient lower respiratory

          23       tract infection that they thought was present.

          24   Q.  I think you note that, so far as you could see, it is

          25       not referenced in the formulary or the guidelines?
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           1   A.  It is, in fact, in the reserve list of the formulary

           2       that we talked about on the first day of my evidence.

           3       So it was available for use on consultant microbiologist

           4       advice.

           5   Q.  Was such advice obtained here, as far as you could see?

           6   A.  I suspect it was, because it is -- as I say, it is an

           7       unusual antibiotic.  But if I go back and look -- yes,

           8       if I look on 16 October, on page 5, they had, in fact,

           9       contacted Dr Biggs, a consultant microbiologist, who

          10       gave that advice.

          11   Q.  As an antibiotic, was it an appropriate course of action

          12       for this case?

          13   A.  It depends on your assessment of whether ciprofloxacin

          14       was appropriate in the first place.

          15   Q.  I see.

          16   A.  It could have been got around by, say, giving

          17       benzyl penicillin with the ciprofloxacin, but I don't

          18       think it was particularly out of order, although it is

          19       important to note that moxifloxacin use has been

          20       particularly associated in North American experience

          21       with subsequent C. difficile.

          22   Q.  Then page 27, the ceftriaxone that was also given in the

          23       Vale of Leven, that is towards the bottom of page 27.

          24       You mention that.

          25   A.  Yes.  By now, the diagnostic picture had changed
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           1       somewhat, and it was thought that the very high white

           2       cell count that she'd got and her history of vomiting

           3       was associated with a biliary infection, so-called

           4       ascending cholangitis.  She was given ceftriaxone and

           5       metronidazole for that.

           6           Now, anaerobes which would require the metronidazole

           7       are quite rare in cholangitis, unless there is a stone

           8       in the common bile duct causing biliary obstruction, so

           9       the requirement for the metronidazole may be questioned.

          10       Ceftriaxone -- not, as I noted here, cefotaxime, for

          11       which I apologise, at the top of page 28 -- has got very

          12       good biliary penetrance.  In fact, that is its major

          13       route of excretion.  But then, so does ciprofloxacin,

          14       and I am not aware whether moxifloxacin does.

          15           I think it was a question of moving towards an

          16       antibiotic with which they were more familiar and which

          17       had chest coverage, but whether it was necessary,

          18       I rather question.

          19   Q.  Does it depend on whether there was a pneumonia?

          20   A.  Not particularly, because ceftriaxone provides excellent

          21       coverage for that, as well as for cholangitis, but then

          22       moxifloxacin possibly gets into the bowel, and it is

          23       also good coverage for pneumonia.

          24           So I think it was a case of moving to a familiar

          25       agent, and you might argue that they were shuffling the
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           1       antibiotics on the deck, so it is a matter of personal

           2       preference, I think.

           3   Q.  Then turning to page 29, we are still in the

           4       Vale of Leven, I think, at 5 and 6, paragraphs numbered

           5       5 and 6?

           6   A.  I think, by then, we had moved to Royal Alexandra

           7       Hospital.  I may be wrong about that.

           8   Q.  We move to the Royal Alexandra Hospital on the

           9       21st December.

          10   A.  Yes, I think the prescription for the pip-tazo actually

          11       started when she arrived in the Royal Alexandra.

          12   Q.  And also for --

          13   A.  And also for the initial gentamicin.  I think this shows

          14       some consciousness of the risk of C. difficile with

          15       third-generation cephalosporin.  There have been

          16       crossover studies, largely conducted in Leeds, which

          17       show that the risk of C. difficile is reduced if you

          18       abandon the use of a third-generation cephalosporin and

          19       move generically towards piperacillin-tazobactam, which

          20       is an antibiotic with an extended spectrum, but more, if

          21       I might say, ampicillin-like.  It is a so-called

          22       aminopenicillin antibiotic with the tazobactam component

          23       being rather like the clavulanate in co-amoxiclav and

          24       blocking beta-lactamases.

          25           So it is a slightly narrower-spectrum agent in some
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           1       respects, although broader in others.  For example, it

           2       has activity against pseudomonas.

           3           So I think they moved to that because they were more

           4       comfortable with it in the Royal Alexandra Hospital;

           5       again, a matter of personal preference and perhaps

           6       awareness of C. difficile, and they gave some gentamicin

           7       with it, which plugs some of the gaps in the spectrum of

           8       piperacillin-tazobactam.  They only gave one dose of

           9       that.

          10   Q.  As we observed earlier, about six days later or so she

          11       tests positive for C. diff.  Are we looking to the

          12       antibiotic treatment then in the Vale of Leven as being

          13       the provocative antibiotics for C. diff?

          14   A.  Yes, I think that is true.  I mean, the

          15       piperacillin-tazobactam is not without risk of causing

          16       C. difficile, and that has been observed in a number of

          17       studies, but it is less than the risk associated with

          18       ceftriaxone.

          19   DAME ELISH:  My Lord, I wonder if I could seek a point of

          20       clarification, if my learned friend could ask Dr Warren?

          21       He refers here to a number of studies, to the Leeds

          22       study and earlier in his evidence to a study in the

          23       United States.  To what extent is the resistance to

          24       C. difficile geographically influenced and what can be

          25       taken from other areas?
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           1   A.  Well, antibiotic resistance does vary, but antibiotic

           2       resistance is universal to the third-generation

           3       cephalosporins.  It is very difficult to be sure what

           4       exactly you mean by "antibiotic resistance to

           5       piperacillin-tazobactam", because it is a question of

           6       what components of that actually reach C. difficile in

           7       the gut.

           8           So it is, in fact, quite difficult to detect

           9       tazobactam if it is being administered to patients in

          10       faecal flora, as I say in my overview evidence.  Maybe

          11       it is a matter that the piperacillin reaches there, and

          12       penicillin resistance and piperacillin resistance is

          13       pretty universal in C. diff.

          14           I think in this particular case the question of

          15       antibiotic resistance is not particularly significant.

          16   LORD MACLEAN:  But it is --

          17   A.  But it might be in other situations.  So, for example,

          18       I allude to the fact that there is wide variation

          19       geographically in tetracycline resistance, so that is

          20       the case, but I think nobody has suggested that there is

          21       geographical variation of significance with regard to

          22       piperacillin-tazobactam and cephalosporins.

          23   MR MACAULAY:  If we look at the antibiotics that you point

          24       to here as being the provocative antibiotics, you

          25       mention the ceftriaxone, I think.  Any others that we
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           1       have looked at?

           2   A.  Well, gentamicin is really associated with a very low

           3       incidence of C. difficile and, indeed, has seen

           4       a resurgence of use despite its acknowledged toxicity

           5       for that reason, certainly in my hospital.

           6       Metronidazole is not normally considered a risk factor

           7       for C. difficile, although it is now so widely used that

           8       you do come across it in patients' prescription records,

           9       and you might wonder about it.  But ciprofloxacin,

          10       ceftriaxone and, to a lesser extent,

          11       piperacillin-tazobactam, were all recognised causes of

          12       C. diff.

          13   Q.  And moxifloxacin?

          14   A.  And moxifloxacin perhaps particularly.  As I say,

          15       outside my experience, but if you look at newer

          16       quinolones and the advent of ribotype 027, the two have

          17       been associated in publications from the United States.

          18       So the use of moxifloxacin, the use of other new

          19       quinolone antibiotics, their introduction into use was

          20       in some hospitals associated with the appearance of

          21       ribotype 027 in Canada and the United States.

          22           It is fair to say that around the time this

          23       happened, there appears to have been a change in the

          24       Clostridium difficile strains that were around.  In the

          25       early days of ciprofloxacin -- and that has been around
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           1       for over 25 years now -- it was regarded as an

           2       antibiotic that was seldom complicated by C. difficile,

           3       and most of the strains around were largely sensitive to

           4       the concentrations you would find in the gut; all right?

           5       That is not the same as the concentrations that you

           6       would find in the systemic circulation, where it would

           7       appear resistant, but it reflects the antibiotic

           8       reaching the gut flora.

           9           Around the time of the appearance of

          10       the ribotype 027, people started to report strains that

          11       were at least fourfold more resistant -- all right? --

          12       and would be resistant to the concentrations of

          13       the quinolone that you would see in the gut.

          14           So I think it is probable that there was some

          15       antibiotic selection over the course of use of this

          16       agent which changed the clinical picture, so that you

          17       were more likely to see ciprofloxacin-resistant strains,

          18       and those happened to be particularly ribotype 027.

          19           So I think it is a good question.  But that

          20       resistance would have applied to moxifloxacin as well as

          21       to ciprofloxacin.

          22   Q.  If we come on, then, to Mrs Burns' transfer back to the

          23       Vale of Leven on 5 December, and we know that she tested

          24       positive following upon this transfer, certainly the

          25       following day, if we turn to page 31, I think you are

                                            15

           1       now looking at antibiotics that she was given

           2       subsequently; is that correct?

           3   A.  That is the case.

           4   Q.  We are now, I suppose, wanting to focus on antibiotics

           5       that might have interfered with her C. diff?

           6   A.  Yes, and interfered with her response to therapy.  That

           7       is the case, yes.

           8   Q.  If we look, then --

           9   A.  And led to her recurrences, indeed.

          10   Q.  The recurrence was in April; is that correct?

          11   A.  Yes, it is a very long set of notes.  Let me just go

          12       back to the beginning.

          13   Q.  She tests positive in the Vale of Leven in December, but

          14       we are then looking to April 2009 for the next positive

          15       result.

          16   A.  Yes, but this is a question of the missing report in the

          17       records, as I say.  We looked at, earlier, the medical

          18       note, which I think was in December 2007.  I think that

          19       is the case.  In the Vale of Leven on 5 December, yes.

          20   Q.  If we go back to page 18 of your report, as we noted

          21       earlier, Mrs Burns tested positive for C. diff --

          22   A.  On 6 December.

          23   Q.  --on 6 December 2007.

          24   A.  That's right.

          25   Q.  You have referenced the clinical notes and also the
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           1       infection control card.

           2   A.  That's right.

           3   Q.  But she does not test positive again in the

           4       Vale of Leven in 2008?

           5   A.  No, that is correct.

           6   Q.  So, really, to what extent is the antibiotic treatment

           7       that she receives through 2008 of any relevance to this

           8       issue?

           9   A.  It's perhaps doubtful.  I think they were careful about

          10       the antibiotics that they used subsequently.  She had

          11       a very prolonged course of illness, however, with

          12       difficulty with peripheral oedema due to her low

          13       albumin, which may have reflected leakage from her gut

          14       of albumin associated with the C. difficile, and

          15       difficulty in control of her diabetes.

          16           We have already discussed the issue of repeated

          17       testing or not for C. difficile, but I think it was all

          18       part of her illness.

          19           But I would agree that, although the antibiotics

          20       might have contributed to prolonging her C. diff, she

          21       didn't have a subsequent test that is of relevance.

          22   Q.  What you do, I think, on pages 31 and 32, in particular,

          23       you look at a number of antibiotics that she was given

          24       in December, and I think into January, if we can take

          25       this as quickly as we can.

                                            17

           1   A.  I don't think we need to dwell on the gentamicin.  As

           2       I have said, that has a low incidence of C. difficile.

           3       We might perhaps mention the ceftriaxone we used again,

           4       which I have said has a high incidence.  This, in fact,

           5       I think, was given when she had a Gram-negative

           6       septicaemia, and information on treatment with

           7       gentamicin alone in Gram-negative septicaemia is not

           8       very common in the literature.  Whether the ceftriaxone

           9       was necessary is arguable.  I think it probably was not.

          10           Then we also have levofloxacin, which is another

          11       quinolone antibiotic that has been associated with

          12       C. difficile, and this was around therapy for an

          13       abnormal chest X-ray showing signs of infection at the

          14       left base.  Not perhaps the antibiotic that I would have

          15       used in such circumstances, but a licensed indication

          16       for the drug.

          17   Q.  Just to go back to the April 2009 result, I don't think

          18       we have evidence of ribotyping for that result.  Did you

          19       see any evidence of that?

          20   A.  No, we don't.

          21   Q.  Or, indeed, for the results that we have looked at

          22       in December?

          23   A.  Nor do we have in the history at this time much evidence

          24       of loose stools, it has to be said.  I think I managed

          25       to reference a single note -- a single episode of loose
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           1       stools, and the faeces was detected.

           2           I mean, the possibility exists that that was a false

           3       positive test for C. difficile, and that might be at

           4       least as likely as that it was a genuine, very late

           5       recurrence.

           6   Q.  If one was ribotyped as 027 and that person has

           7       a relapse, would the relapse conjure up the same strain?

           8   A.  Well, I prefer to use the term, if you like,

           9       "recrudescence" of her C. diff, and you then have two

          10       situations: you can either have a relapse of the same

          11       strain or reinfection with a new strain.

          12   Q.  Indeed.  Can I then move on to look at your review of --

          13   DAME ELISH:  My Lord, I wonder, just for the sake of

          14       clarification -- I was waiting for my learned friend to

          15       raise this particular issue with Dr Warren about

          16       potential for a false positive in 2009, and I note that

          17       Dr Warren, in his report on Mrs Burns, states that, on

          18       balance, he thought it was likely that this was a false

          19       positive result, rather than just as likely.

          20   A.  I think that's right, because of the rarity of a relapse

          21       one year out and, although it is possible that it was

          22       reinfection, she had had quite limited antibiotics at

          23       the time she presented and she had not got much in the

          24       way of a history of diarrhoea.  So I did wonder quite

          25       strongly whether this was a false positive result of
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           1       the test.

           2   LORD MACLEAN:  Is that the one in April 2009?

           3   A.  Exactly, sir.

           4   MR MACAULAY:  Then moving on to look at what you say about

           5       your reviewing of her C. difficile, as we observe, the

           6       first episode was in the Royal Alexandra Hospital six

           7       days after transfer from the Vale of Leven, and I think

           8       you have pointed, in particular, to the Vale of Leven

           9       antibiotics being implicated, and I think you also

          10       thought, on balance, that she acquired the infection in

          11       the Vale of Leven before transfer.

          12   A.  I did, and she received oral metronidazole at that time,

          13       from 27 to 30 October, which is quite a short period of

          14       time, and then -- there may be a missing drug chart.

          15       I think probably the antibiotic -- the metronidazole

          16       continued until 8 November.

          17   Q.  Of course, that treatment was being given in the

          18       Royal Alexandra Hospital?

          19   A.  Yes, I think so.

          20   Q.  As we have noted, she developed the C. diff there about

          21       six days after transfer?

          22   A.  Right.

          23   Q.  But then, when she comes back to the Vale of Leven on

          24       5 December -- and you touch upon this on page 39 of your

          25       report -- she is tested positive again.  What about the
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           1       treatment for that C. diff?

           2   A.  Well, if we might just go back a little further, between

           3       6 and 29 November she had metronidazole again, so she

           4       had a very long course of metronidazole, but she was

           5       also receiving meropenem, which is my fifth C, the

           6       carbapenem antibiotics associated with a high likelihood

           7       of C. difficile.  So I think there is some question,

           8       when you look at the notes, whether she actually ever

           9       truly responded to the metronidazole for the first

          10       episode, and whether the test on 5 December was, if you

          11       like, a relapse or a continuation of her initial

          12       illness.

          13   Q.  I think that is the point you make at the top of page 39

          14       of your report?

          15   A.  It is.

          16   Q.  But looking to the treatment she received in the

          17       Vale of Leven, then, for what was seen to be a positive

          18       report for C. diff, what about that?

          19   A.  Well, she was treated again from 5 December, and seemed

          20       to make a good recovery on this occasion, and I think

          21       she was not receiving, at that time, any other

          22       provocative -- potentially provocative or continuing

          23       other antibiotics.

          24           So it is a repeat of what have I said earlier, that

          25       if you stop all the antibiotics, you get, as it were,
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           1       a clear run for the metronidazole.

           2   DAME ELISH:  My Lord, on that particular point again, I have

           3       asked this question earlier, but given the emphasis that

           4       Dr Warren has made on the clear run for treating the

           5       C. diff, what would be the implications for the other

           6       comorbidities in the absence of any other antibiotic

           7       treatment to deal with these?

           8   A.  I'm not sure I understand the question, my Lord.

           9   LORD MACLEAN:  Shall we ask for clarification of

          10       the question?

          11   A.  Please.

          12   DAME ELISH:  Certainly, my Lord.  Given that these

          13       individuals have presented to hospital with other

          14       infections or unknown sepsis, as in this case with

          15       a cancer, what would be the risks inherent in stopping

          16       the antibiotics designed to treat those illnesses,

          17       albeit that you have a clear run at C. difficile?

          18   A.  Well, you have to consider them case by case, but at

          19       this stage in her illness, she had been in hospital

          20       a considerable period of time.  Her biliary infection

          21       had largely resolved.  You would try very hard -- you'd

          22       balance the risk, but you would try very hard not to use

          23       antibiotics with a high likelihood of selecting for

          24       C. difficile.  We discussed earlier that C. difficile is

          25       resistant to all cephalosporins; the same is true to all
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           1       carbapenems, it is universally resistant to carbapenems,

           2       and so might be selected by the meropenem that was in

           3       use.

           4           There are, however, alternative antibiotics that you

           5       can use in such a scenario, if you have to, and one

           6       would try to concoct a cocktail of antibiotics such as

           7       benzyl penicillin, gentamicin and metronidazole that

           8       were used in the 1970s for treating abdominal sepsis,

           9       each of which has a very low incidence of C. difficile

          10       associated with them.

          11           So it is not necessary to get yourself into the

          12       situation where, if you think there is a very serious

          13       risk arising from another infection, you don't treat

          14       that other infection.  You just have to be careful about

          15       which antibiotics you select.

          16   LORD MACLEAN:  So it is not a question of stopping all

          17       antibiotics; it is a question of selecting the

          18       antibiotics?

          19   A.  Exactly, sir, and stopping antibiotics that you think

          20       might prolong a C. difficile illness.

          21           Unfortunately, the two papers that I quote about

          22       this aspect, neither of them gives details of

          23       the specific antibiotics that were continued.  So it is

          24       just not possible from the literature to evidence the

          25       statement that I have just made.
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           1   MR KINROY:  My Lord, may I ask for a point of clarification

           2       arising from that, in turn, which is this: Dr Warren has

           3       told us this is a balancing exercise, the risk of

           4       withholding antibiotics for other infections against the

           5       risk of inducing C. diff by the use of broad-spectrum

           6       antibiotics, and he tells us that risk -- or how the

           7       risk was resolved has to be considered case by case; is

           8       that the position?

           9   A.  I tried to consider it case by case.  Of course, you are

          10       handicapped by not seeing the patient.  The comment that

          11       I would make is that C. difficile has such a high,

          12       30-day, mortality that only the most severe infections

          13       would justify continuation of antibiotics.

          14           We have seen in this case that Mary Burns had

          15       a Gram-negative septicaemia.  That would be such an

          16       infection that you would have to treat.

          17           If you look at mortality associated with urinary

          18       tract infection, it is much lower, and a much lesser

          19       risk.

          20           So, yes, I have borne that in mind case by case as

          21       I have made comment.

          22   MR KINROY:  Can we be clear, then, that Dr Warren's view is

          23       that, in almost every case, all antibiotics should be

          24       stopped when there is a diagnosis of C. diff unless

          25       there is a life-threatening infection which competes for
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           1       consideration?

           2   A.  I think that goes further than what I said.  I think the

           3       evidence in the literature would suggest that you should

           4       stop antibiotics unspecified; all right?  The actual

           5       result, when I look at the individual cases where

           6       antibiotics were continued, is that it didn't make very

           7       much difference, as far as I could see, to the

           8       mortality.

           9           So I have adopted a position where, if you can avoid

          10       antibiotics that provoke C. diff in such a period,

          11       I think you should.  That is my opinion.

          12   MR KINROY:  Sorry, my Lord, if I may ask for clarification

          13       of that last answer:

          14           "Answer:  ... The actual result, when I look at the

          15       individual cases where antibiotics were continued ..."

          16   A.  Yes, I reviewed the 19 cases, and you will see in my

          17       overview report --

          18   LORD MACLEAN:  We will come to that.

          19   A.  -- which you will come to, but I examined the question

          20       of whether the outcome was related to whether the

          21       provocative, potentially provocative, antibiotics were

          22       continued, and I did not find that to be the case.

          23   LORD MACLEAN:  We will come to that.

          24   MR KINROY:  Yes, my Lord.

          25   MR MACAULAY:  Can I then come to your conclusion in this
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           1       case, on page 47?  We, I think, covered the points in

           2       the first paragraph in dealing with the acquisition of

           3       C. diff.  As you pointed out, the result in April 2009

           4       may have been a false positive result, and I think you

           5       have discussed that.

           6           Then the final point, just to take this from you, in

           7       the final paragraph there you say:

           8           "On her second admission to the Vale of Leven this

           9       patient had severe C. difficile that was successfully

          10       managed medically when it had a very poor prognosis.

          11       Ward doctors on management on numerous occasions

          12       actively consulted microbiology staff and the patient

          13       was managed with serial escalation of her therapy to

          14       include optimal treatment ..."

          15           You are rather complimentary there of the way in

          16       which she was managed.

          17   A.  I am extremely complimentary.  I think this was a very

          18       difficult case well managed.  I think it is relevant to

          19       say that that second admission in 2009 had symptoms of

          20       large bowel disease that might have related to the final

          21       diagnosis on her third admission when she had surgery

          22       which showed a caecal cancer, and that somewhat coloured

          23       my judgment of the assessment of the 2009 result as

          24       possibly a false positive result.

          25           In other words, her symptoms could have been
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           1       accounted for by the cancer and it is possible that that

           2       second admission was not associated with C. difficile,

           3       hence the false positive result, but was more likely to

           4       be associated with the cancer that was found later in

           5       that year.

           6   LORD MACLEAN:  In other words, there is no evidence, apart

           7       from the false positive, of her suffering from

           8       C. difficile from April 2008 onwards?

           9   A.  I think that is correct, my Lord.  That was my judgment.

          10       But it is a very long and intricate case and, as I say,

          11       I wouldn't criticise the doctors for their conclusion.

          12       I think they did very well with this patient, all things

          13       being considered.

          14   MR MACAULAY:  Thank you.  I have finished with Mrs Burns'

          15       case, which is quite a long case, I think, that you had

          16       to look at.

          17   A.  It took a lot of reading, Counsel.

          18   Q.  The next case is Janet Fitzsimmons, if we can look at

          19       that.

          20   A.  Yes, another long case.

          21   Q.  We will put your report on the screen, Dr Warren,

          22       EXP01940001.  Do we note here that Mrs Fitzsimmons was

          23       born on 1 July 1939 and she died on 9 August 2008?

          24   A.  That's correct.

          25   Q.  If we look at the death certificate, first of all, at
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           1       SPF00140001, can we see that Mrs Fitzsimmons was 69 when

           2       she died on 9 August 2008, she died in the

           3       Vale of Leven Hospital, and there is no reference there

           4       in the cause of death section to C. difficile?

           5   A.  That's the case.

           6   Q.  If we then turn to the body of your report and look at

           7       page 4 of the report, have you noted here the medical

           8       history and, in particular, have you noted that, first

           9       of all, she was admitted to the Vale of Leven Hospital

          10       on 17 December 2007?

          11   A.  That's correct.  She was admitted with purulent sputum

          12       and signs of a basal pneumonia.  She had many

          13       concomitant illnesses, including diabetes requiring

          14       insulin therapy associated with pancreatic

          15       insufficiency, and she had also got high blood pressure.

          16   Q.  On page 5 of your report, have you noted that, on

          17       21 December, she was transferred as an emergency to the

          18       Royal Alexandra Hospital?

          19   A.  Yes, that is the case.

          20   Q.  What was the reason behind that?

          21   A.  Well, she became increasingly unwell with her

          22       respiratory illness, and I think they wanted to transfer

          23       her to a high-dependency unit because of increasing

          24       oxygen requirements.

          25   Q.  I think you note also on the following page, page 6,
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           1       that, on 28 December, Mrs Fitzsimmons is transferred

           2       back to the Vale of Leven Hospital?

           3   A.  Yes, and she's transferred back to the female admission

           4       ward, ward 6.

           5   Q.  Does she remain there until she's discharged home on

           6       11 February 2008?

           7   A.  Yes.

           8   Q.  I think you mention that on page 8 of your report.

           9   A.  Yes.

          10   Q.  That is the first admission.  Now, in relation to

          11       C. diff, I think they did send specimens for testing

          12       during this admission, but the results were negative; is

          13       that right?

          14   A.  Certainly there were no positive results during that

          15       admission.

          16   Q.  We then come to the second admission.  I think you make

          17       some reference to a hospital admission on 10 March, but

          18       that may not have been more than -- no, I think, in

          19       fact, you are talking about a referral letter by Dr Bell

          20       to Dr Carmichael?

          21   A.  Yes, I was.

          22   Q.  But I think the actual admission that we have is on

          23       27 March, if you turn to page 9 of your report.

          24   A.  Yes, that's correct.

          25   Q.  What was the reason behind the admission at this time?
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           1   A.  Let's just look at that.

           2   Q.  This is page 9.

           3   A.  Well, she was admitted with dehydration and an erratic

           4       blood glucose level.  When she had been seen on

           5       10 March, she had been noted to have continuing weight

           6       loss and diarrhoea since her discharge.  The diarrhoea

           7       was very severe, with faecal incontinence up to ten

           8       times a day.  It had been the intention then to organise

           9       a colonoscopy to look inside her colon, but she was so

          10       unwell that she hadn't been able to attend an earlier

          11       appointment, on 19 February.  So I think she was very

          12       unwell when she was admitted.

          13   Q.  I think she had had diarrhoea, but also samples were

          14       taken in the community which were negative for C. diff?

          15   A.  That seems to be the case.

          16   Q.  If we then look at what happened following upon her

          17       admission on 27 March, have you noted on page 10 of your

          18       report that, on 3 April, there was a specimen taken, but

          19       that proved to be a negative result?

          20   A.  That's the case.

          21   Q.  If you turn to page 11 of your report, on 24 April, was

          22       there a specimen collected, and this proved to be

          23       a positive result?

          24   A.  That is correct.

          25   Q.  If we look at the lab report, GGC00190531, can we see
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           1       the sample was collected on 24 April, received by the

           2       lab on the same day, and I think we see that it is

           3       a positive result?

           4   A.  That's the case.

           5   Q.  If we look at your discussion in connection with that on

           6       page 11, what you have taken from the records is that

           7       the result was phoned to the ward the same day; is that

           8       right?

           9   A.  Yes, it was phoned at 4.30 on that day, presumably by

          10       the laboratory.  The ward tried to contact the infection

          11       control nurse, but she was away and I can't see that

          12       there were any -- was any further attempt to communicate

          13       with whomever was covering for her absence.

          14           There was no record at this time in the notes -- not

          15       that that is a necessarily reliable guide -- of

          16       the patient being moved to a single room, and there is,

          17       in fact, no infection control card.

          18   Q.  If we then turn to page 12 of your extracts from the

          19       records, come 8 May, this is towards the top of page 12,

          20       I think you have noted that her C. diff is improving; is

          21       that right?

          22   A.  Yes, I thought that was the case from the medical notes,

          23       and the metronidazole was stopped that she had had as

          24       therapy for the C. difficile.  I couldn't see any

          25       intervening information, really, about C. difficile in
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           1       the medical notes.

           2   Q.  The point you make there, when you say, "I see no

           3       earlier mention of C. difficile in the medical notes",

           4       do you mean you have seen no reference to C. difficile

           5       from the date of diagnosis until 8 May?

           6   A.  That is what I have written.  I would have to check the

           7       extensive medical records to see that I haven't made

           8       a mistake.

           9   Q.  Let's just look at that.  The reference you have given

          10       is GGC00190335?

          11   A.  I think that is a reference to metronidazole being

          12       stopped.  There was certainly no record after 8 May of

          13       infection.

          14           That is a white cell count that is not relevant.

          15       That is a February report.  So there must be an error in

          16       that.  I'm sure there was a reference to metronidazole

          17       being stopped.

          18   Q.  I see.  If we look at the clinical notes for this

          19       period, on page GGC00190333, for the 24th there is an

          20       entry which begins "Diarrhoea last night"; do you see

          21       that?

          22   A.  Yes.  This is more a dietician review.  It is associated

          23       with the fact that she was having feeding via

          24       a nasogastric tube.  One of the side effects of feeding

          25       via a nasogastric tube may itself be diarrhoea, because
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           1       you are delivering quite a considerable load of high

           2       osmotic pressure foods into the duodenum, so she had

           3       multiple things going on as well as the C. difficile.

           4   Q.  There is a dietician review, but above that there is

           5       a reference to "Ward round SHO" and it begins "Diarrhoea

           6       last night".

           7   A.  That is the case.  The next report says -- the next line

           8       says that nasogastric feeding was stopped.  So that

           9       makes my point, that there was more than one thing going

          10       on.

          11   Q.  But if we are looking for the next clinical note, if we

          12       turn to page GGC00190334, we know the diagnosis was made

          13       on 24 April.  Can we see the next clinical note is on

          14       28 April, it appears to be a ward round by Dr Akhter?

          15       I don't think there is any specific reference to

          16       C. diff, but there seems to be a reference to -- well,

          17       is it "stools"?

          18   A.  "Soft", I think that is, and she is still on nasogastric

          19       feed.  So not a particular reference, I think, to

          20       C. diff.

          21   Q.  If you turn to page 35, then, is that where you pick up

          22       what you mention in your report for 8 May, where there

          23       is a reference for that entry -- that's the first entry

          24       for 8 May -- "C. diff improved.  Metronidazole stopped"?

          25   A.  That's correct.  So there was somewhat of a dearth of
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           1       medical records around her C. diff in that period.

           2   Q.  Subsequently, then, were there a number of negative

           3       results for this patient?

           4   A.  Yes, that is the case.  I think at this stage in the

           5       proceedings they were getting on top of both her oedema,

           6       her C. difficile and her diabetic control.

           7   Q.  So you have mentioned one negative result on 23 May on

           8       page 12; also, I think, on 12 June, towards the bottom

           9       of the page.  Is that right?

          10   A.  That's correct.

          11   Q.  I think also, if you turn to page 13, you have noted two

          12       lines from the top, two or three lines from the top,

          13       there was a further negative result on 1 July 2008?

          14   A.  That's correct.

          15   Q.  Was Mrs Fitzsimmons then discharged home on

          16       30 July 2008?  I think you mention that on page 15.

          17   A.  I think, yes -- it is difficult to be precisely sure.

          18       Yes, I think she was discharged on 30 July and

          19       readmitted the next day to the Royal Alexandra Hospital.

          20   Q.  I think what had happened was she'd been discharged on

          21       30 July; on the 31st -- or after discharge she had had

          22       a fall and fractured her femur, and she was eventually

          23       transferred to the Royal Alexandra Hospital, and I think

          24       she died in August, 9 August 2008?

          25   A.  That's correct.
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           1   Q.  Against that background, then, can we look at your

           2       review of Mrs Fitzsimmons' antibiotic treatment?  You

           3       begin that on page 20 of this report, and on page 21 you

           4       list the antibiotics she received first of all in the

           5       course of the first admission.

           6   A.  Yes, I don't think those are material to her

           7       C. difficile.  They lie outside the 30-day period that

           8       I consider is relevant.

           9   Q.  If we are looking, then, for antibiotics that may be

          10       relevant, do we begin -- bearing in mind she was

          11       admitted for the second admission on 27 March, are we

          12       really looking to antibiotics from 31 March onwards?

          13   A.  Yes, I think that's the case.  We see she was given

          14       co-amoxiclav from 31 March to 8 April.

          15   Q.  You discuss that on page 23 of the report.  What was the

          16       thinking behind the prescription of the co-amoxiclav?

          17   A.  I'm not clear.  She was admitted at that time and she

          18       had a tube passed down her oesophagus which showed she

          19       had extensive oesophageal candidiasis, which can be

          20       a comp of past antibiotics.  Dr Carmichael I think was

          21       responsible for that endoscopy and he appropriately

          22       organised the prescription of an antifungal drug for

          23       that, fluconazole.  He doesn't make any reference to the

          24       use of co-amoxiclav in his notes, and I cannot make out

          25       why she was given co-amoxiclav, which I would have
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           1       thought was not indicated.

           2   Q.  Why would you give co-amoxiclav?

           3   A.  In the presence of a diagnosis of oesophageal

           4       candidiasis, I can think of no reason, unless you

           5       thought you had perforated the oesophagus in the course

           6       of your endoscopy, but there is no evidence of that in

           7       the record.

           8   Q.  You also mention she was prescribed clarithromycin, and

           9       that is something I think you discuss on page 25.

          10   A.  Yes.  That was later, and only for two days, and even

          11       the evening doses of that on those two days were

          12       omitted, so she only had a couple of doses of that.

          13       I think that was an issue of reacting to basal

          14       crepitations again, which I have said you can see quite

          15       commonly in elderly patients and doesn't necessarily

          16       indicate infection.

          17           But I think that is a poor clinical decision, that

          18       the antibiotic was given for a very short period of

          19       time, and I think is probably not material.

          20   Q.  Was it an appropriate antibiotic to give?

          21   A.  No.

          22   Q.  When you say "not material", are you looking, then, to

          23       the duration of the administration of the antibiotic?

          24   A.  Yes, I am.  I mean, who knows whether its exposure or

          25       duration of administration is responsible for
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           1       C. difficile?  I think I am more concerned about the

           2       administration of the co-amoxiclav from 31 March until

           3       8 April.

           4   Q.  As we noted, Mrs Fitzsimmons tested positive for C. diff

           5       on 24 April.

           6   A.  Yes.

           7   Q.  Are we really looking then, probably, to the

           8       co-amoxiclav as being the provocative agent?

           9   A.  That was my judgment.

          10   Q.  Can we then --

          11   MR KINROY:  I wonder whether we could clarify one answer, if

          12       I may, at page 36, line 19?  Dr Warren said:

          13           "Answer:  ... I mean, who knows whether its exposure

          14       or duration of administration is responsible for

          15       C. difficile?"

          16           Does that mean his evidence is that a single

          17       exposure to a broad-spectrum antibiotic may be the

          18       culprit for the late-term development of a C. difficile

          19       illness?

          20   A.  That is certainly the case with the use of ceftriaxone.

          21       That is certainly in the record for that particular

          22       antibiotic.  I am not aware if it is in the record for

          23       clarithromycin.  So it probably depends on which

          24       particular antibiotic you are talking about and whether

          25       there is C. difficile present or not.  It is normal
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           1       practice, and recommended practice, in both Scotland and

           2       England to keep a view of antibiotics in terms of

           3       the total amount consumed, in terms of, if you like,

           4       patient days or defined daily doses of antibiotics.

           5       Because of that evidence that even a single dose can do

           6       it with certain antibiotics, in the evidence I have

           7       adduced on the frequency of C. difficile I have tried to

           8       relate it to whether the antibiotic was prescribed to

           9       the patient, rather than the total amount prescribed.

          10   LORD MACLEAN:  You mentioned clarithromycin, but would it be

          11       true of co-amoxiclav?

          12   A.  I don't know the answer to that question, my Lord.

          13   MR KINROY:  My Lord, I wonder, does that mean, then, that in

          14       the cases where Dr Warren has criticised the unjustified

          15       prolongation of a course of antibiotics, it really is

          16       impossible to say that that prolongation was the cause

          17       or the likely cause of the C. difficile illness?

          18   LORD MACLEAN:  I don't think he's said that.

          19   A.  No, I didn't.

          20   LORD MACLEAN:  Not for one minute.

          21   A.  No, I didn't say that.  I think, though, that if you ask

          22       for evidence as to whether it is exposure on a single

          23       occasion to a short course of antibiotics or to

          24       a prolonged course of antibiotics, I am not aware of

          25       telling evidence on that point.
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           1   LORD MACLEAN:  Yes, that is really what you were confining

           2       yourself to.

           3   A.  Yes.

           4   LORD MACLEAN:  Although there may be some antibiotics that

           5       have got that ability.

           6   A.  To trigger it after a single dose?

           7   LORD MACLEAN:  Yes.

           8   A.  I think that is the group of antibiotics which are

           9       associated with a higher risk of C. difficile, in my

          10       experience.  So my five Cs, if you like -- although I do

          11       not know the specifics of whether a single dose of

          12       co-amoxiclav can do it, but that is a hypothetical

          13       situation.  I haven't encountered a situation where

          14       a patient has been given a single dose of co-amoxiclav

          15       and I have had to draw some conclusion about it.

          16   MR MACAULAY:  Does it depend on how long the antibiotic

          17       persists in the gut to see whether or not a single dose

          18       can do the trick, as it were?

          19   A.  That is going one step beyond what I already don't know,

          20       and I don't know the answer to that question.  However,

          21       it is true that some antibiotics, in experimental

          22       animals, for example, recirculate; in other words, they

          23       are swallowed, they are absorbed, they are excreted in

          24       the bowel, they are reabsorbed from lower down the gut.

          25       The classic one for that to be the case is the
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           1       antibiotic clindamycin, which was first associated with

           2       C. difficile, and that has an ability to persist, which

           3       you can demonstrate in experimental animals, and is

           4       associated with a prolonged susceptibility to

           5       C. difficile.

           6           So I think it is a reasonable hypothesis that you

           7       are erecting, but it is a question of the difference

           8       between what we surmise and what we actually know.

           9   Q.  Well, leaving hypotheticals aside, in this particular

          10       case --

          11   MR KINROY:  My Lord, may I just ask one more question before

          12       my learned friend, which is page 38, line 16, and the

          13       evidence was:

          14           "Answer:  ... I think, though, that if you ask for

          15       evidence as to whether it is exposure on a single

          16       occasion to a short course of antibiotics or to

          17       a prolonged course of antibiotics, I am not aware of

          18       telling evidence on that point."

          19           Do I understand that to mean that it is difficult to

          20       say that the extension of a course of antibiotics from

          21       short to prolonged has any causal effect?

          22   LORD MACLEAN:  No, he didn't say that either, actually.  No.

          23       I mean, as I understand it -- I am a layman like you,

          24       Mr Kinroy -- the greater the exposure, the more likely

          25       it is with some of these antibiotics.  Am I right?
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           1   A.  You are correct, my Lord.  It is generally an

           2       observation that the more you use the antibiotic, the

           3       greater the risk.

           4   LORD MACLEAN:  So that if you prolong --

           5   A.  You will use more.

           6   LORD MACLEAN:  -- ie, you give too long, you are running

           7       that risk.

           8   A.  That is my understanding of the situation.  You have to

           9       ask the question whether there was evidence from the

          10       pharmacy records of prolonged use of antibiotics in

          11       individual cases and, indeed, whether there was

          12       avoidable use of antibiotics, which I think is partly

          13       what we are talking about, in the Vale of Leven Hospital

          14       at that time.  I have seen records of the overall

          15       antibiotic use in the Vale of Leven Hospital which

          16       suggests that co-amoxiclav use was reduced serially in

          17       subsequent years and that co-amoxiclav and

          18       third-generation cephalosporins and quinolones were

          19       particularly used on the medical admission wards, ward 6

          20       and ward 3.

          21           So if you have evidence of declining use and the

          22       number of patients going through the beds has not

          23       changed much -- and I don't know the answer to that

          24       question -- then you have a priori evidence that some of

          25       the antibiotic use is avoidable.
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           1   LORD MACLEAN:  Mr Kinroy, does that clarify it?

           2   MR KINROY:  It does, my Lord.

           3   MR MACAULAY:  I was simply going to confirm that, leaving

           4       aside the hypothetical situations you have been talking

           5       about, in this particular case with Mrs Fitzsimmons, she

           6       had a one-week course of co-amoxiclav shortly before she

           7       contracted C. diff.

           8   A.  That's correct.

           9   Q.  Do you see the co-amoxiclav as being the culprit

          10       antibiotic?

          11   A.  I think it is likely.

          12   Q.  Then, if we move on to your review of her C. diff

          13       itself, where you begin looking at that on page 33 of

          14       your report, you mention that there were a number of

          15       negative results, but I think you consider that the

          16       positive result that was obtained was a true positive,

          17       and the other results may have been true negatives.

          18   A.  That's right.  I mean, she had, this patient, a history

          19       of chronic diarrhoea of unknown origin, and she had had

          20       six faeces examined which were negative over her

          21       inpatient stay.  It is relevant to that that she had

          22       a past history of diverticulitis, which is a colonic

          23       disease that can be associated with diarrhoea, and,

          24       indeed, she had had a removal of the right side of her

          25       colon previously, which, again, by shortening the gut,
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           1       can make diarrhoea more likely.

           2           So she had reasons for diarrhoea.  However,

           3       I consider that C. difficile result was, in fact,

           4       a genuine result.

           5   Q.  In relation to its treatment, then, what comments do you

           6       make about that?

           7   A.  As we have seen, I think, there was no particular delay

           8       in communicating the positive result to the ward.

           9       I think she had evidence of severe infection, and

          10       I think she was treated initially -- let's just see.

          11       I think she was treated with metronidazole 400mg TDS

          12       which was given until 6 May, and she made a good

          13       response to that: the diarrhoea stopped and the

          14       patient's white cell count fell to normal.

          15   Q.  That was an appropriate management?

          16   A.  That was appropriate at the time.  You might argue that

          17       with severe difficile and a diagnosis being made perhaps

          18       late in 2008, they might have considered vancomycin, but

          19       I have no criticism because she responded to that

          20       treatment.

          21   Q.  Finally, in your conclusion on page 36, I think the

          22       principal point you make is the one you have already

          23       made in relation to the prolonged course of

          24       co-amoxiclav, and it was that that provoked the

          25       C. difficile infection?
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           1   A.  I think that is right.  I couldn't see any indication in

           2       the notes as to why this antibiotic had been prescribed.

           3   MR MACAULAY:  My Lord, that might be an appropriate point to

           4       have a break.  The last case I need to look at is that

           5       of Sarah McGinty.

           6   LORD MACLEAN:  Yes.

           7   (11.15 am)

           8                         (A short break)

           9   (11.45 am)

          10   MR MACAULAY:  The final case, then, I want to look at,

          11       Dr Warren, is that of Sarah McGinty.  Your report we

          12       find at EXP02070001.  We now have that on the screen.

          13       Do we see that Mrs McGinty was born on 1 October 1940,

          14       and that she died on 1 February 2008?

          15   A.  We do.

          16   Q.  If we look at the death certificate at SPF00250001, can

          17       we see that Mrs McGinty was 67 years of age when she

          18       died on 1 February 2008, and she died in the

          19       Vale of Leven Hospital, and do we also note that

          20       Clostridium difficile enteritis does appear on the death

          21       certificate?

          22   A.  Yes, albeit in section II, whereas I would advance the

          23       argument that it should have appeared in section I.

          24   Q.  Then if we look at the body of your report, and turn to

          25       page 4, do you note here that Mrs McGinty is admitted to
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           1       the Vale of Leven Hospital on 3 December 2007?

           2   A.  Yes, we do.  She was admitted to ward 6, the female

           3       admitting ward, with left-sided weakness, disturbance of

           4       vision and facial drooping, having been found collapsed

           5       at home by her daughter.  The diagnosis was of a stroke,

           6       and that was confirmed by CT scan.  She had a urinary

           7       catheter inserted at that point, and this remained in

           8       situ during her hospitalisation, as far as I can see.

           9   Q.  I think you note in the ensuing pages some of

          10       the antibiotics that she was prescribed with, and I will

          11       return to that.  But if we turn to page 8 of your

          12       report, do you note under reference to the entries you

          13       have made for 25 January there was a specimen taken on

          14       the 25th, and that proved to be a positive result for

          15       C. diff?

          16   A.  That is the case.  It was received in the lab at 2.17 on

          17       25 January, and it was technically validated -- not seen

          18       by a consultant medical microbiologist, but technically

          19       validated by N Coll on the following Monday, but from

          20       the medical notes I can tell that the ward were informed

          21       of the positive result on Friday, when the test was

          22       performed.

          23   Q.  I will put the lab result on the screen, then, it is at

          24       GGC00420077.  As you just mentioned a moment ago, it is

          25       collected on the 25th and received by the lab on the
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           1       same day.  We see it is a positive result.  You said

           2       a moment ago that the ward were aware on the 25th that

           3       the result was positive?

           4   A.  That is the case, but we have seen no evidence that the

           5       consultant microbiologist was aware to offer specialist

           6       advice at that point.

           7   Q.  If we go back to the lab report, as you pointed out, it

           8       has been technically validated by N Coll, not by

           9       a microbiologist?

          10   A.  That's the case.

          11   DAME ELISH:  My Lord, I wonder, would my learned friend

          12       clarify with Dr Warren whether he would accept that, if

          13       the microbiologist wasn't present, for whatever reason,

          14       at the time the result came through, the priority would

          15       be communication of the result, even through a technical

          16       scientist in the laboratory, rather than waiting for the

          17       return of the microbiologist?

          18   A.  Obviously, the priority is to get a report out, as we

          19       discussed yesterday, but I think it is critically

          20       important that a consultant microbiologist be involved

          21       in telephoning such a report.  We have heard that this

          22       is an infection with a high mortality and, in my

          23       experience, you do have to give consultant

          24       microbiologist advice at the earliest opportunity,

          25       particularly in the area of stopping other antibiotics
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           1       and ensuring the patient is on correct therapy.

           2           Also, if you are aware of the case, you can then

           3       subsequently follow the management of that patient.  If

           4       you are not aware of the case, you cannot do so.

           5           I think we have noted in my previous evidence that

           6       there was another positive report on this day on

           7       a different patient.  It is the same day that it was

           8       technically validated by N Coll and not reported by

           9       a consultant medical microbiologist.

          10   MR MACAULAY:  Can you recall what patient that is?

          11   A.  Not off the top of my head, but it is in the record.

          12       I can look that out later.

          13   Q.  We may see it in the overview report.  If we just go

          14       back to the lab report for this particular patient, as

          15       you have observed in your report, there was a report

          16       phoned to the ward, is that correct, on the 25th?

          17   A.  That is correct.  I think it is GGC00420014.

          18   Q.  I will leave that aside for the moment.  In some of

          19       these reports we actually see typed on the report,

          20       "Telephoned to ward", or words to that effect?

          21   A.  That's correct.

          22   Q.  We don't see that in this particular report?

          23   A.  No.  It is quite commonly omitted.  As I alluded to last

          24       time, I would expect the laboratory computer to be

          25       capable of issuing an interim written report at the time
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           1       that the test is positive.  This is quite as important

           2       a diagnosis as meningitis or other life-threatening

           3       illnesses, and you must be in a position to communicate

           4       information at the earliest possible opportunity.

           5           Now, that was done for nursing staff.  I don't know

           6       when the medical staff received a discussion of that

           7       particular case.

           8   Q.  I think the telephone report you mention is, in fact, to

           9       the medical staff, because, if we look at the records at

          10       page 14, can we see at the bottom of the page for the

          11       25th that it has been noted that Mrs McGinty is C. diff

          12       positive?

          13   A.  It has indeed.  It is noted that the SHO has been

          14       informed.  So the communication chain did work in this

          15       case.

          16   Q.  If we look at the infection control card at SPF00660001,

          17       can we see here that on the 25th the note is "Advised

          18       cohort with other positive patients and commence" --

          19   A.  Yes, we note that from Helen O'Neill, the infection

          20       control nurse.  It additionally states:

          21           "Advise cohort with other positive patients.

          22       Commence oral metronidazole."

          23   Q.  Can we then look at your review of Mrs McGinty's

          24       antibiotic treatment?  You begin that discussion on

          25       page 14 and, moving on to page 15, you consider the
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           1       prescriptions, first of all, for trimethoprim, I think,

           2       and then also for amoxicillin.

           3           Looking at the trimethoprim, which was prescribed on

           4       18 December, according to your note, that was -- she was

           5       admitted, I think, on 3 December, so this is a little

           6       while after her admission?

           7   A.  That's true.  You will remember that I said earlier on

           8       that she had a catheter in situ, so this first

           9       prescription of oral trimethoprim 15 days after

          10       admission is at a time when you would always expect to

          11       find bacteria in a catheter specimen of urine.

          12           I think, in fact, the organism that was found in

          13       this first case was a coagulase negative staphylococcus;

          14       that is a nonpathogenic organism from skin flora, and

          15       would not normally be considered a significant pathogen

          16       in a catheter specimen of urine.

          17           So one would look for ancillary evidence to see

          18       whether or not there was infection, both in terms of

          19       a raised blood white cell count and in terms, although

          20       it is difficult to assess if you have got a catheter

          21       inside you, as to whether there were pus cells in the

          22       urine.

          23           I think, if you look at that record, you will see

          24       that there were only scanty pus cells, and I considered

          25       that she probably did not have a urinary tract
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           1       infection, but catheter-associated asymptomatic

           2       bacteriuria which did not require the prescription of

           3       trimethoprim.

           4   Q.  What about the amoxicillin that was prescribed on

           5       4 to 14 January?

           6   A.  This is again in response to the detection in the

           7       catheter urine sample of bacteria, on this occasion

           8       enterococci, again a low-grade pathogen which forms

           9       biofilms on the surface of such structures as catheters.

          10           It is difficult to be certain about the

          11       quantitation, but in this particular case it was quite

          12       a low-level bacteriuria with 10 to the power of 4 to 10

          13       to the power of 5 organisms per ml.  Again, I think this

          14       is asymptomatic bacteriuria associated with a catheter.

          15       I don't think that it was appropriate to prescribe

          16       amoxicillin for it.

          17   MR KINROY:  My Lord, I wonder if I could ask for a little

          18       clarification on this?  This is, according to Dr Warren,

          19       two cases where there was the unwarranted treatment of

          20       asymptomatic bacteriuria according to his review of

          21       the records, but would he accept that the doctor

          22       responsible might be able to give evidence to clarify

          23       what the basis of the decision was and so enable us more

          24       accurately to tell whether this truly was a urinary

          25       tract infection or not?
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           1   A.  I don't know how -- I'm sure that you must hear that

           2       evidence, but I think one would have to be critical of

           3       the decision, unless there is evidence of systemic

           4       infection.

           5           Now, there was a mildly raised white count over the

           6       period from 7 December to 16 December, but that rather

           7       anteceded the period when, in fact, the trimethoprim was

           8       prescribed.

           9           So symptoms with a catheter in situ, unless they are

          10       systemic symptoms of pyrexia or an objective finding of

          11       a laboratory raised blood white cell count, both of

          12       which I think are absent, according to the notes, would

          13       be the only evidence I think that I would accept that

          14       you were dealing with a significant urinary tract

          15       infection.

          16           So there is the question of why antibiotic

          17       susceptibilities were recorded in this case, but, as

          18       I have explained earlier, that is precautionary, in case

          19       the patient does develop those features suggesting

          20       infection.

          21   LORD MACLEAN:  Of course, the exercise you carried out is on

          22       all the records?

          23   A.  That's so, and, of course, I have got 40 years of

          24       experience of looking at laboratory reports, trying to

          25       correlate them with what goes on in the patient in as
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           1       far as I am able.

           2   LORD MACLEAN:  These records may be supplemented, of course,

           3       by oral evidence from the treating physician himself or

           4       herself?

           5   A.  Absolutely.

           6   DAME ELISH:  My Lord, if I may follow up the point my Lord

           7       has raised there very briefly, would Dr Warren, from his

           8       40 years of experience, also have found medical records,

           9       whatever the GMC guidelines are, are very often

          10       incomplete in hospitals, particularly acute wards and

          11       geriatric wards?

          12   A.  After my experience of reviewing the 19 sets of case

          13       notes in that Inquiry, I can only agree with what you

          14       say, and more generally.

          15   LORD MACLEAN:  Yes, I think Dame Elish is asking generally.

          16   A.  I would accept the point.  In busy hospital wards,

          17       things do get omitted from the medical notes.

          18   LORD MACLEAN:  No doubt we will get to your view about this

          19       on the overview --

          20   A.  I am sure that is the case.

          21   LORD MACLEAN:  -- about deficiencies that were in the

          22       records, which you must have come across.

          23   A.  Yes, I have to say, I have concentrated very much on the

          24       information I can glean from the records, not so much on

          25       the deficiencies within the records.

                                            52

           1   MR MACAULAY:  Is the report you have in mind for the

           2       prescription of the amoxicillin at page 82 of

           3       the records?  The catheter specimen of urine was

           4       collected on 31 December and received on the same day.

           5       We can look at the body of the report in a moment, but

           6       we do see that the bacteria is said to be resistant to

           7       trimethoprim; is that right?

           8   A.  That is the case.  Enterococci, as I think you have

           9       heard in evidence before, can utilise -- can synthesise

          10       their own folate.  Trimethoprim blocks folate synthesis.

          11       They can utilise pre-formed folate as well.  So they

          12       should be regarded as resistant.

          13   Q.  Was the amoxicillin being prescribed really almost as

          14       a sort of continuation of the trimethoprim for a urinary

          15       tract infection?

          16   A.  No, I think there was an interval.  The trimethoprim was

          17       stopped on 26 December, and that was treating

          18       a different organism, rightly or wrongly, coagulase

          19       negative staph, and the oral amoxicillin was started on

          20       4 January, which you will see is the date after this

          21       report.  So I think this was a similar event, not

          22       a continuation of treatment.

          23   LORD MACLEAN:  I'm not quite following that.

          24   A.  There were two separate episodes of catheter-associated

          25       bacteriuria over different time periods.

                                            53

           1   LORD MACLEAN:  Yes, I have got that.

           2   A.  Both with different organisms.

           3   LORD MACLEAN:  Right.

           4   A.  So this is same clinical situation: a report of

           5       a catheter-associated bacteriuria without much evidence,

           6       less evidence than the first case, of infection; both

           7       treated with antibiotics when they need not have been,

           8       but different antibiotics.

           9   LORD MACLEAN:  It is the last bit that I was hanging on.

          10       Yes.  So the amoxicillin, in your view, was not

          11       justified?

          12   A.  I think that's right.  I mean, I have to say that they

          13       sit on the fence here a little bit, in that they say

          14       there were moderate white blood cells -- all right? --

          15       and the quantitation of the bacteria is more than 10 to

          16       the 4 per ml, and many people would regard 10 to the 5

          17       per ml as being a significant level.

          18           So there was a low-level bacteriuria, and I am sure

          19       Dame Elish is correct that you have to listen to the

          20       clinicians in terms of whether there is any additional

          21       evidence that they wish to offer that the patient had

          22       a urinary tract infection, but a priori I would be

          23       doubtful.

          24   DAME ELISH:  My Lord, if I may, with Dr Warren on this

          25       point, raise an issue?
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           1           You have indicated -- if my learned friend could put

           2       this point -- that Dr Warren has indicated that, in his

           3       view, a lower-level UTI would not have been justified on

           4       the basis of the records.  With catheters, where you

           5       have the urine infected in some way, it may not be

           6       a danger in terms of a lower urinary infection.  Could

           7       there be a risk of pyelonephritis from catheters, where

           8       it can travel up, away from the catheter up, rather than

           9       down?

          10   A.  Yes, that is the case, you can get ascending

          11       pyelonephritis in association with a catheter.  In such

          12       a case, you would expect there to be symptoms of

          13       pyelonephritis, in other words, pain in the renal

          14       region, in the flank, and you would expect there to be

          15       pyrexia and probably a systemic response in terms of

          16       a raised blood white cell count.

          17           So if there was evidence of that, that would be

          18       fine, and I would accept that, in that situation, you

          19       might have to treat the organisms present in the urine.

          20   MR MACAULAY:  But looking to the records, is there any such

          21       evidence?

          22   A.  I couldn't see any.  Indeed, by 15 January, her white

          23       cell count had gone back to that on admission.  It was

          24       13.1.  Although that is mildly raised -- the upper limit

          25       of normal is normally considered about 12 -- I don't
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           1       consider that that is a particularly significant

           2       difference or indication of systemic infection, and

           3       I think we could look at the clinical notes and see

           4       whether there was any indication.

           5   Q.  That is at page 5 of the records.  We can look at that,

           6       if that is of assistance.  I am sorry, it is page 7, in

           7       fact.  It is the entry for 5 January I think we are

           8       looking at, where there is reference to the urine sample

           9       for 31 December.

          10           The doctor has written out, in fact, what is in the

          11       report, and what we read is:

          12           "Finished course of trimethoprim 27/12.  Commenced

          13       on amoxicillin ..."

          14           Then we are given the dosage.

          15   A.  Yes.

          16   Q.  That's all we have.

          17   A.  I can transcribe the laboratory report.  It doesn't take

          18       you further forward in any evidence of whether or not

          19       there were clinical signs of infection.  But it is not

          20       there suggesting that there were clinical signs of

          21       infection.

          22   Q.  If we look at page 16 of your report, you have also

          23       noted here that, on 15 January, Mrs McGinty was

          24       prescribed again with oral co-amoxiclav; is that right?

          25   A.  That is correct.  It was thought that she had
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           1       a pneumonia.  Now, she had quite a prolonged course

           2       length of co-amoxiclav, to which was added some

           3       clarithromycin.  The course length of those antibiotics

           4       were 12 days and 9 days respectively.

           5           Now, we have already discussed the duration of

           6       those.

           7           There were changes at base of the lung on the later

           8       chest X-ray film, so I don't consider that it was

           9       unreasonable, in a patient with a history of bronchitis,

          10       to utilise these antibiotics.  Although they are not in

          11       accordance with the guidelines current at the time,

          12       these are antibiotics to be used for pneumonia.  If she

          13       had chronic bronchitis, you might argue that alternative

          14       antibiotics could be used.

          15           Tetracycline comes to mind, which has a low

          16       incidence of C. difficile, in my experience and that of

          17       others, and that is a UK phenomenon because tetracycline

          18       resistance is rare in Haemophilus influenzae and in

          19       C. difficile in the UK, or she could have had

          20       amoxicillin.  So it is a matter what the diagnosis is.

          21           Now, having said that the change is at the base, you

          22       could argue that this was pneumonia superimposed on

          23       chronic bronchitis.  I don't instinctively feel there is

          24       much difference between monotherapy with amoxicillin or

          25       co-amoxiclav.  I don't think there was particularly
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           1       an indication to give her clarithromycin.

           2   Q.  Just so I can understand, the prescription of

           3       the co-amoxiclav which was converted to intravenous

           4       co-amoxiclav was appropriate, in your opinion?

           5   A.  I think that is reasonable.

           6   Q.  What is your opinion in relation to the prescription of

           7       the clarithromycin?

           8   A.  Well, that was added on 18 January, so three days in.

           9       It is commonplace for erythromycin to be used in the

          10       treatment of pneumonia.  I note that the guidelines

          11       current at the time said you could use it as a sole

          12       therapy in chronic bronchitis, which I do not agree

          13       with, because I think Haemophilus influenzae, the common

          14       organism, is normally resistant to clarithromycin.  It

          15       is an antibiotic that can be avoided, therefore, in

          16       cases of chronic bronchitis, not unreasonably, but you

          17       might want to use in pneumonia to cover mycoplasma and

          18       to cover legionella infection, neither of which I think

          19       there was any evidence she had.

          20           I have to say that the association between

          21       clarithromycin and C. difficile in the literature is

          22       weak.

          23   Q.  But do you consider that it was appropriate or

          24       inappropriate, then, to prescribe clarithromycin in this

          25       particular case?
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           1   A.  I think many people would regard it as appropriate.

           2       I have my doubts.  I wouldn't put it stronger than that.

           3   Q.  But do we note under reference to the discussion you

           4       have on page 16 that these antibiotics did continue

           5       after the diagnosis for C. diff on 25 January?

           6   A.  Yes, they did.  I think that this is an oversight that

           7       shouldn't have occurred.  I think she certainly didn't

           8       have severe pneumonia to justify continuing those

           9       antibiotics.  They should have been stopped.

          10           I think, if a consultant microbiologist telephoned

          11       out a report, one of the questions that consultant

          12       microbiologist would have asked was what antibiotics she

          13       was on, and I think, from my reading of the notes, it is

          14       likely that he or she would have recommended that the

          15       co-amoxiclav and clarithromycin were stopped promptly

          16       when C. difficile was diagnosed.

          17           But we have discussed the issue of whether or not

          18       prolonged prescription does or doesn't contribute to

          19       response to metronidazole.

          20   Q.  But that report, you mean by that the lab report

          21       reporting the C. diff --

          22   A.  Yes, if the microbiologist was responsible -- the

          23       consultant microbiologist was responsible for the

          24       communication with the ward of the C. difficile result.

          25       Now, this is a material issue, because although there
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           1       were numerous records throughout the 19 cases I recorded

           2       of telephoned reports, it is not clear whom they were

           3       from.

           4           The laboratory standard operating procedure at the

           5       time did not specify that the laboratory technician

           6       should phone any positive result they encountered to

           7       a consultant microbiologist.  They were required to

           8       telephone those reports to the ward, to public health

           9       physicians and to infection control nurses.  It did not

          10       specify -- and, in my view, this is a mistake -- that

          11       consultant microbiologists should be made aware of

          12       the finding of C. difficile.

          13   DAME ELISH:  My Lord, on that particular point, would

          14       Dr Warren accept that the standard operating procedure

          15       in the laboratory at that time had been the subject of

          16       audit and review by the responsible authorities and

          17       found to be satisfactory?

          18   A.  I don't know whom you will be alluding to as the

          19       responsible authorities, and I have seen no such audit.

          20       However, English practice -- I think I am quite firm in

          21       my opinion -- would be that a consultant microbiologist

          22       would make it his business to communicate that result to

          23       the ward if he was aware of the high mortality

          24       associated with the situation.  That would not be a task

          25       that I would delegate in a condition with a 30-day
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           1       mortality of somewhere up to 40 per cent, so I am

           2       determined about that.

           3   MR MACAULAY:  The document I think you have in mind --

           4       I think you do cover this in your overview report, but

           5       since we have raised it now, we can perhaps just deal

           6       with it -- is at GGC28100001.  This is the

           7       Clostridium difficile toxin test guidelines, I think.

           8       It is issued on 12 September 2007 and it has been

           9       authorised by Mr Kinloch, who was, I think, the lab

          10       manager.

          11   A.  I think that's right.  Of course you can argue whether

          12       the lab manager is the correct person to authorise off

          13       the standard operating procedures, but I think it is

          14       commonplace, including in my lab, that that is the case.

          15   Q.  If we then pick up the point you were making about the

          16       reporting of results on page 6 of the document, the

          17       second sentence reads:

          18           "In addition, positive toxin results from hospital

          19       patients are phoned to the ward, infection control

          20       department and public health.  The BMS ..."

          21           What does that stand for?

          22   A.  The BMS is the biomedical scientist, who is the person

          23       who performs the test.  You may also want to refer to

          24       a later edition of this document, which does indeed

          25       specify that a consultant microbiologist should also be
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           1       informed.

           2   Q.  This document then envisages:

           3           "The BMS, who informs the aforementioned personnel,

           4       will record that he/she has done so on the laboratory

           5       request form."

           6   A.  Correct.

           7   Q.  That is what is proposed.

           8   LORD MACLEAN:  When you say "later edition", that is an

           9       edition you have seen, is it?

          10   A.  Yes, there is a later edition that I have seen, which we

          11       will get to, I'm sure, in the overview report.

          12   MR MACAULAY:  I will take you to that now, since we have had

          13       the other edition.  That is GGC28010001.

          14   A.  You can see here that the date of issue in the top

          15       right-hand corner is 23 July 2008, and this is version

          16       1.1, whereas the previous version was 1.0.

          17   Q.  If you just go back a page to page 1 -- very well, we

          18       will go from page 2.  As you have pointed out, this

          19       is July 2008.  That is shortly after, I think, matters

          20       had come to a head in the Vale of Leven?

          21   A.  Absolutely.

          22   Q.  But the reporting of the results section is on page 6.

          23       I think the point you are making is in the second

          24       paragraph:

          25           "Positive C. difficile toxin results from hospital
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           1       inpatients are telephoned to the ward, consultant

           2       microbiologist, infection control nurse and public

           3       health."

           4           Is that the point?

           5   A.  That is the point.

           6   Q.  That is the change?

           7   A.  It is a significant change.

           8   MR KINROY:  My Lord, if we have finished on that passage,

           9       I wonder if I could ask for a small point of

          10       clarification?

          11           I have it that Dr Warren suggested, as an

          12       alternative to clarithromycin, tetracycline.  Am I right

          13       to understand that tetracycline is a broad-spectrum

          14       antibiotic?

          15   A.  It is, but it has, in my experience, a low incidence of

          16       C. difficile in my hospital, and that is associated

          17       with, in the UK, from surveillance reports that we might

          18       deal with in the overview report, a low incidence of

          19       tetracycline resistance.

          20           I think other workers have commented on this.  It is

          21       an antibiotic that is broad-spectrum, that is old, that

          22       is infrequently used, but it is appropriate for use in

          23       chronic bronchitis and pneumonia and, indeed, my

          24       clinicians have tended to favour its use.  My

          25       respiratory physicians say it works satisfactorily.
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           1           Of course, there can be geographical variation in

           2       tetracycline resistance within the United Kingdom, and

           3       I have a faint recollection, but I have not been able to

           4       find the paper, that there was a suggestion that

           5       tetracycline resistance was commoner in Glasgow, but

           6       I have no reference to give you on that matter.

           7       I couldn't find it.

           8   LORD MACLEAN:  I can provide a little evidence myself.  It

           9       has been around a long time, tetracycline.

          10   A.  It has.  It is the only antibiotic I know from my

          11       service on the General Practice Working Party of

          12       the British Society of Antimicrobial Chemotherapy whose

          13       use has declined with time.  Normally, it is an

          14       inexorable rise, but its use has declined.

          15   LORD MACLEAN:  Many years ago I was treated for bronchitis

          16       with it, and successfully.  The consequence of that --

          17       it is a long time ago now -- I gave up smoking,

          18       absolutely and utterly, overnight.  I had had enough.

          19   A.  I am glad to hear that it did the Chairman good.

          20   LORD MACLEAN:  It did.

          21   MR PEOPLES:  My Lord, I wonder if Dr Warren could indicate

          22       whether it would be appropriate for both

          23       community-acquired and hospital-acquired pneumonia?  Is

          24       it an appropriate alternative?

          25   A.  The entity of hospital-acquired pneumonia is a difficult
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           1       one.  By the time a patient has been in hospital, he has

           2       many organisms in his mouth that contaminate sputum, and

           3       there are some who believe that those are responsible

           4       for the pneumonia.

           5           There is also some evidence that the organisms

           6       responsible for hospital-acquired pneumonia and the

           7       antibiotic responsiveness may continue beyond the normal

           8       two or three days.

           9           So, in other words, some hospital-acquired pneumonia

          10       has the same pattern of organisms causing it as

          11       community-acquired pneumonia.

          12           There is a separate entity, which I am much more

          13       certain about, but which doesn't apply in this case, of

          14       ventilator-associated pneumonia, which is undoubtedly

          15       associated with a high mortality and with multiple

          16       resistant organisms.  Many of the publications in the

          17       area of hospital-acquired pneumonia do not clearly

          18       differentiate the two, and they report the microbiology

          19       but not necessarily the response to antimicrobial

          20       agents.

          21           So it is a murky area.  Certainly you can get

          22       legionella acquired in hospital; certainly you can get

          23       pneumococcus acquired in hospital.  I don't think I have

          24       seen a record of mycoplasma acquired in hospital.  These

          25       are the common organisms that cause community-acquired
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           1       pneumonia.

           2   MR MACAULAY:  Can I then take you back to your report,

           3       Dr Warren, at page 17, where you make an observation at

           4       the top of the page that the choice of co-amoxiclav and

           5       clarithromycin is not in accord with the 2007

           6       Prescribers' Handbook, and you mention that that

           7       recommends two options; is that right?

           8   A.  That is correct.  One of them is amoxicillin alone, and

           9       the other one is what I would regard as the worst

          10       combination, which is phenoxymethylpenicillin with

          11       ciprofloxacin, and that is in regard to its likelihood

          12       of causing C. difficile.  So co-amoxiclav is not

          13       mentioned in this guidance.

          14   Q.  You mentioned that the empirical antibiotic therapy

          15       document that we looked at a day or two ago does not

          16       give the same advice?

          17   A.  No, just to be complex, in exacerbations of chronic

          18       bronchitis it recommends oral amoxicillin,

          19       clarithromycin or doxycycline, and it does mention

          20       co-amoxiclav, that guidance, as a second-line agent.  So

          21       I don't think either guideline would indicate that that

          22       was the first-line treatment.

          23   DAME ELISH:  My Lord, by way of clarification, is this

          24       empirical antibiotic therapy document the one which was

          25       published in August 2008 or the earlier one?
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           1   A.  I think we would need to look at that record to be sure.

           2   MR MACAULAY:  I think you say it is the 2007 one, but I can

           3       certainly put that back on the screen.  Of course, you

           4       do contrast it to the 2008 guidance.

           5   A.  Yes.  As I have indicated, you can get lost between the

           6       documents in terms of the fact they are similar in

           7       format.

           8   Q.  The document we are assuming is 2007 is GGC22180001.  We

           9       are looking at pneumonia; is that right?

          10   A.  Chronic bronchitis, perhaps, or maybe pneumonia.

          11       I think it is over to the left.

          12   Q.  Yes, it is the very far left, is it, the third box from

          13       the top, "Oral co-amoxiclav, 625mg, eight-hourly", is

          14       that right, for five days?  Is that where you have taken

          15       it from?

          16   A.  I am taking it from first-line hospital therapy for an

          17       exacerbation of COPD, amoxicillin or clarithromycin or

          18       doxycycline, duration 5 days.  Second-line therapy,

          19       doxycycline or co-amoxiclav.

          20   Q.  That is where you have taken your reference from for

          21       your report?

          22   A.  That is correct.  You will note that it says that, for

          23       severe complicated infective exacerbations of COPD, use

          24       IV therapy as first or second line if indicated for IV

          25       route, and it makes the comment, which is correct, that
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           1       doxycycline is not available for IV use.  It is actually

           2       available, but it is not licensed for IV use in the UK.

           3   Q.  If we look at the 2008 guideline, at GGC06380009, can we

           4       see in the second line box that the co-amoxiclav no

           5       longer appears?

           6   A.  We can indeed.  I have to say that the area of treatment

           7       of pneumonia respiratory infections is a difficult one.

           8       I suspect every hospital has its variants on this.  The

           9       British Thoracic Society has a tendency to advise

          10       broad-spectrum antibiotics in this area.  Other

          11       microbiologists are more liable to question this.

          12           There is, in fact, old literature -- all right? --

          13       dating back to, I think, the early 1980s, which

          14       I referred to in my answer to some of the written

          15       questions, which shows that antibiotic therapy for

          16       respiratory infections accounts for about half of what

          17       is deemed to be inappropriate antibiotic use in

          18       hospital, and it would be very nice to repeat that

          19       study, but it and the question of treatment of

          20       asymptomatic bacteriuria figure in that old paper by

          21       McSwiggan et al that is excellent.

          22   Q.  There is no suggestion in Mrs McGinty's case, is there,

          23       that she had COPD?

          24   A.  I think there is that -- a question is raised, I think

          25       on the basis of her radiology reports.  There are some
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           1       characteristic issues in terms of what a chest X-ray can

           2       show.

           3   Q.  Is this a discussion you have on page 16 about the chest

           4       X-ray on 15 January?

           5   A.  I think that is the case, yes.  But there were

           6       suggestions that she had changes at the base of her

           7       lung, and there is a question that we note on C17 that

           8       it was thought she had bronchitis which was possibly

           9       chronic.  However, she did have changes at the base of

          10       her lung.  I don't think that's argued.

          11           So whether it is in accordance with the guidelines

          12       or not, I don't particularly have a criticism of the use

          13       of co-amoxiclav to treat this infection, to return to

          14       the original point.

          15   LORD MACLEAN:  That was the original point, wasn't it?

          16   A.  It was the original point.

          17   LORD MACLEAN:  You said it was not unreasonable and later

          18       you said it was reasonable.

          19   MR MACAULAY:  If we look, then, at your review of

          20       C. difficile, if you turn to page 22, I think you begin

          21       by telling us that this patient received all her

          22       provocative antibiotics and developed her

          23       hospital-acquired infection in the Vale of Leven; is

          24       that correct?

          25   A.  I think that's the case.  We have already seen allusion
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           1       to the fact in the infection control record that it was

           2       recommended that she be nursed with other patients with

           3       C. difficile.  I have actually tried to see what other

           4       patients with C. difficile might have been on the ward

           5       at that time, and I came to the conclusion that there

           6       were two patients who had been recently diagnosed with

           7       C. difficile on the ward and four who, in the course of

           8       their C. difficile illness, had been transferred to that

           9       ward.  So that is six patients, I think, with

          10       C. difficile on the ward at the time.  That is an awful

          11       lot of patients in a general ward with C. difficile.

          12   Q.  I think this is ward F?

          13   A.  I think that's correct, actually, yes, I'm sorry, that

          14       is correct.

          15   Q.  What about her treatment, then, for C. diff that you

          16       look at on page 24?

          17   A.  Well, she was initially treated with oral metronidazole.

          18       She had got hallmarks of severe infection, but, as we

          19       have said, this was at the beginning of 2008 when the

          20       guidelines recommended metronidazole use, not oral

          21       vancomycin use, for severe C. difficile.

          22   Q.  But oral metronidazole was in accordance with the

          23       guidelines at the time?

          24   A.  That is correct.

          25   Q.  On page 26, the second paragraph, you say:
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           1           "It is my opinion that when the diagnosis was

           2       confirmed on 25 January and when the patient's white

           3       cell count was very high, a consultant microbiologist's

           4       opinion should have been sought ..."

           5           What input could the microbiologist have given?

           6   A.  Well, the consultant microbiologist -- perhaps it is

           7       first worth examining why I have said that.  I mean, at

           8       or around that time, it was noted she had a distended

           9       abdomen with no bowel sounds.  That, in itself, is

          10       a marker of severe C. difficile infection and suggests

          11       the possibility that her colon was beginning to

          12       disintegrate.  That is very serious, indeed.

          13           I think that a consultant microbiologist would have

          14       given a number of pointers of advice if he had been fed

          15       that information.  It is all hypothetical, as perhaps is

          16       evident, because I don't think a consultant

          17       microbiologist was ever involved in her care.

          18           I think the advice that would have been given is to

          19       stop the antibiotics that she continued on --

          20   Q.  That's the co-amoxiclav and the clarithromycin?

          21   A.  Exactly so.  And I think there would have been advice to

          22       consider all possible means to actually deal with

          23       a severe C. difficile infection.  The possibility of

          24       giving oral vancomycin, the possibility of giving the

          25       metronidazole intravenously if she wouldn't take the
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           1       drug orally, by giving it by other routes, including by

           2       nasogastric tube, would have been considered at that

           3       time, and I think there were records elsewhere in the

           4       cases I have reviewed, there might even have been

           5       consideration of giving intravenous immunoglobulin,

           6       which normally contains antibody to C. difficile and was

           7       thought, at that time, to be helpful in severe disease.

           8           I also think -- this is most material -- that if you

           9       have a patient with a colon that is disintegrating, you

          10       need to seek surgical advice at an early stage.  It may

          11       be that, even with the best measures you employ, that

          12       colon doesn't settle, and it is a very difficult

          13       clinical decision when is the appropriate time to

          14       operate on such a patient, and this patient, we have

          15       heard already, had comorbidities such as stroke.

          16           However, there is accumulated data that suggests

          17       that if you have reached the stage of a toxic megacolon,

          18       then there is perhaps a 15 per cent survival advantage,

          19       which is, after all, what we are about in this

          20       condition, from surgery.  Although that would have been

          21       very considerable, I would expect a microbiologist to

          22       have discussed that issue if he or she was told that the

          23       patient had a silent abdomen, an abdominal distension,

          24       in the presence of a positive C. difficile test.

          25           So I think, although there is reason for the
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           1       clinicians, and certainly for senior clinicians, to

           2       consider that, I think a microbiologist might have

           3       prompted that advice.

           4   Q.  This is on the --

           5   DAME ELISH:  My Lord, would my learned friend confirm with

           6       Dr Warren that that 15 per cent advantage would be

           7       altered by the variables of the comorbidities?

           8       Therefore, if she had significant illnesses, that those

           9       would require to be fed into any decision to contemplate

          10       referral to the surgeon?

          11   A.  I'm sure they have to be fed into the decision.  I am

          12       not sure that it affects the likelihood -- the

          13       difference in the likelihood of the survival as distinct

          14       from the absolute survival.

          15           I think that it is, as I have said, an extremely

          16       difficult decision.  In my experience, physicians are

          17       conservative about offering a patient to the surgeons,

          18       and perhaps understandably so, but if you have a very

          19       experienced colorectal surgeon -- and I have worked for

          20       such -- then there is no doubt that sometimes excising

          21       the colon can be life-saving, and I have certainly seen

          22       such cases in my own experience in my own hospital, and

          23       it has to be considered.

          24           I don't think that that is a decision for a junior

          25       doctor.  I think that is a decision for the most senior
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           1       colorectal surgeon you can find and the most widely

           2       experienced colorectal surgeon that you can find.  It is

           3       a difficult decision.

           4   MR MACAULAY:  Mrs McGinty had had a stroke, but did she have

           5       other significant illnesses?

           6   A.  I did not think so.  I think, if it is a question of

           7       survival, and if I was in that situation, I think

           8       I would want my wife to chivvy the physicians to consult

           9       the surgeons.

          10   Q.  I think also, looking to the cohort of patients you

          11       looked at, Mrs McGinty was one of the youngest patients,

          12       at the age of 67, I think, when she died?

          13   A.  Yes, I think 67 is rather close to my age and, yes,

          14       I would regard it as young.

          15   Q.  This particular comment you are making on page 26 of

          16       your report is, I think, in relation to an examination

          17       that was carried out on 26 January, and we know that

          18       Mrs McGinty died on 1 February, so it is a few days

          19       before her date of death?

          20   A.  It is tricky, yes.  It is over this period of the Friday

          21       and the Saturday of her illness that you would

          22       contemplate it.  Further on down the line, she is

          23       hypotensive, she is shocked, she is in a much worse

          24       clinical state, and this is why I say urgent referral is

          25       important, because, later on, if you operate on

                                            74

           1       C. difficile, there is no survival advantage.

           2   MR POLLOCK:  My Lord, perhaps if I could ask for

           3       a clarification from the witness?

           4           The witness has referred to the bowel sounds being

           5       absent.  I wonder if the witness could clarify, for the

           6       entry of 27 January, page 15 of the records, the bowel

           7       sounds are recorded as being normal, and for the entry

           8       at page 18, dated 31 January, the bowel sounds are

           9       described as "sluggish".  I wonder if the expert,

          10       Dr Warren, could therefore clarify where it is recorded

          11       that the bowel sounds are absent, because that is not

          12       clear?

          13   MR MACAULAY:  I think you mentioned it was the 26th.  So if

          14       we look at the records -- I think we perhaps begin on

          15       page 15.  We have an entry for the 26th.

          16   A.  I don't see a reference to the bowel sounds there.

          17       I don't know whether there is an earlier record on the

          18       25th.

          19   Q.  The previous entry is on page 14.  It records, I think,

          20       at the bottom -- we looked at this earlier -- the

          21       C. diff positive result.  There is certainly a reference

          22       on the 27th to a distended abdomen.

          23   A.  I think that is the case, yes.  If you go back to the

          24       next page.  It is a moot point exactly when consultation

          25       with the microbiologist should have occurred, I would
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           1       accept that.  It may be that it was later than the 25th,

           2       when the diagnosis was made, it may be that it should

           3       have been on the 26th or 27th.

           4   Q.  If we go back to the 24th, then --

           5   LORD MACLEAN:  You do note -- although I suppose Mr Pollock

           6       would like to see the source in the records for this --

           7       on page 26, in the second paragraph:

           8           "On 26 January, the patient had a distended abdomen

           9       and no bowel sounds.  The possibility of a toxic

          10       megacolon should have been considered", et cetera.

          11           Now that must have some source.

          12   A.  Yes, I think we need to look at this record here.

          13   MR MACAULAY:  Let's see if we can untangle this.  If we go

          14       to the 24th, first of all, there is a fairly lengthy

          15       note, I think by a junior doctor, before the C. diff

          16       result is actually confirmed.  Is there reference in

          17       that note to bowel sounds?

          18   A.  Yes, they are present.  "BS positive".

          19   Q.  Then, if we move on to the 26th, do we have any

          20       reference there, on the 26th, to bowel sounds?

          21   A.  No.  These are exclusively, I think, about her fluid

          22       balance, those particular notes.  There is, I think, no

          23       reference to an examination of the patient at that

          24       juncture.

          25   Q.  Do we have to look, then, in relation to the distension
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           1       of the bowel, to the entry on the 27th at 5.30 am, is

           2       that right, where there is a reference, "On examination,

           3       abdomen distended"?

           4   A.  That is early in the morning of the 27th, it says the

           5       abdomen is distended and soft.  There is, in fact,

           6       I think, a nursing note reference on the 27th as well.

           7       You will note that it says, "No bowel sounds present" on

           8       the 27th.  So it may be right that it would have been

           9       more obvious that the consultation should have occurred

          10       on the 27th, but I have already made the case, I think,

          11       that a consultant microbiologist should have been in

          12       communication, in my view, when the illness was

          13       initially diagnosed.

          14           So I would expect this case to show evidence of

          15       communication with a microbiologist over the period from

          16       the 25th to the 27th and it does not.

          17   Q.  To untangle this for your report, when you say the 26th,

          18       you really mean the 27th, looking to the records?

          19   A.  Exactly.  It is on the night of the 26th, the morning of

          20       the 27th.

          21   MR KINROY:  My Lord, may we just --

          22   LORD MACLEAN:  Before you go there, Mr Pollock, does that

          23       answer your question?

          24   MR POLLOCK:  I don't think it does fully, my Lord.  I don't

          25       know if the expert would explain what, if any, the
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           1       significance is of the entry on the 17th, which is

           2       page 15, where it is recorded at 5.30 am, "Bowel sounds

           3       normal"?

           4   A.  Well, it depends whether you mean the "N" stands for

           5       "normal" or "negative".  I think it is a fair comment,

           6       because it is an abbreviation that I have read as

           7       implying they were negative, that they weren't heard.

           8       But you may be right in your conclusion.  However, it

           9       does make the point that the abdomen is distended, and

          10       that is also material.

          11   MR KINROY:  My Lord, could it be that the entry is "abdomen

          12       mildly distended"?  It does seem to be an important

          13       point if we have gone from suggesting there were no

          14       bowel sounds at all to, not only these entries we've

          15       examined, but the entry Mr Pollock has found on the 30th

          16       of "Bowel sounds sluggish".  That seems to put an

          17       entirely different cast on this passage of evidence.

          18       I do think it would be useful to clarify, because it

          19       does give us some insight into how easy it might be to

          20       misconstrue these records.

          21   LORD MACLEAN:  Mr MacAulay?

          22   MR MACAULAY:  Can we get any assistance, then, from the

          23       nursing records?  Because you do, I think, refer to

          24       those.  I will just see if I can get the appropriate

          25       page.
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           1   A.  Yes, it is GGC00420158, I think.

           2   Q.  We are looking here for the entries for the 26th and for

           3       the 27th.  If you look at the 27th, we have an entry:

           4           "Patient continues to be restless, complaining of

           5       stomach pain.  Abdomen palpated.  Abdomen tense/hard."

           6   A.  Exactly so.

           7   Q.  Where does this take us?

           8   A.  The question of distension and the question of a tense,

           9       hard abdomen, rather than a soft abdomen, does suggest

          10       that there is something going on in the colon that is

          11       compatible with developing Clostridium difficile, severe

          12       infection, toxic megacolon or pseudomembranous colitis.

          13   Q.  We are left with the conundrum as to whether under

          14       reference to bowel sounds on page 15 the "N" --

          15   A.  Perhaps I might ask whether we think that 12.45

          16       reference is actually 12.45, if you like, just after

          17       midnight, on the 26th -- we see the last entry there is

          18       2250 -- or whether it represents 12.45 am?  I think it

          19       is probably 12.45 am, but I can't be sure.

          20   Q.  Well, the date is certainly allocated to it as the 27th,

          21       which may mean it is just shortly after midnight.

          22   A.  Exactly.

          23   Q.  This is something you note on page 27 of your report, if

          24       we can go back to that, where you say that the nursing

          25       note description of 12.45, Sunday, 25 January, suggests
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           1       that disintegration of her colon might well be the case.

           2       What is it in that note that points to that?

           3   A.  Well, the description of the fact that the abdomen is

           4       tense and hard, I think that does indeed suggest --

           5       a normal abdomen is neither tense nor hard, it is soft.

           6       So I think that does suggest to me that the

           7       C. difficile -- colonic integrity was in question.

           8           Now, it doesn't mention whether there was rebound

           9       tenderness.  I think that is the case.  The patient was

          10       reviewed at 1.30 am to 2.00 am on Sunday, the 27th, by

          11       Dr Hassan, a GP.  They had tried on the Saturday,

          12       I think three times, to contact Dr Khan, and the nursing

          13       staff were obviously concerned by this finding, and

          14       called in the patient's GP.

          15           The patient's GP says:

          16           "Impression: abdominal pain due to C. difficile."

          17   Q.  Can we just look at that?  What reference is that?

          18   A.  I think that is GGC00420015 and GGC00420016.

          19   Q.  GGC00420015 is the note we looked at for 5.30 am.

          20   A.  That says the abdomen is soft, which is at conflict with

          21       the nursing notes, but GGC00420016 says "Impression:

          22       abdominal pain due to C. diff".

          23   Q.  Yes, that is at page GGC00420016.

          24   A.  Yes.

          25   Q.  It also mentions "To discuss with microbiology
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           1       tomorrow"?

           2   A.  Yes.

           3   Q.  So far as you could see, did that occur?

           4   A.  Not as far as I can see.

           5   Q.  If we then move on to your conclusion for Mrs McGinty,

           6       first of all, in relation to the acquisition of

           7       C. difficile, I think your opinion is that this was

           8       clearly acquired in the Vale of Leven in ward F after

           9       receipt of provocative antibiotics?

          10   A.  Yes.

          11   Q.  I think you consider that the antibiotics, in any event,

          12       should have been stopped when the C. diff was diagnosed;

          13       is that correct?

          14   A.  Yes.

          15   Q.  You make the point that we have been discussing, that

          16       she developed a severe infection and there doesn't

          17       appear to have been microbiological assistance in

          18       dealing with her; is that right?

          19   A.  That is correct.  I think Dr Khan was not the consultant

          20       responsible for the case.  I may be wrong about that.

          21       I am not sure about the ranks in the case.  I am not

          22       sure who was the consultant responsible for this case,

          23       but I would expect him to have seen the patient and

          24       I would expect the patient to have been reviewed on the

          25       Saturday when the nursing staff were sufficiently
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           1       concerned to attempt to contact Dr Khan.

           2   Q.  I think, when we look at the records, Dr Akhter may have

           3       certainly had some involvement.

           4   A.  I think by the stage that he had involvement, the

           5       patient was in hypotensive -- was shocked and probably

           6       there was not much that could have been done.

           7   Q.  There is an entry for 31 January which I think perhaps

           8       shows that, although Dr Khan was involved, he wasn't

           9       ultimately responsible.  It is the entry on the 31st on

          10       page 18.

          11   A.  Yes, it says:

          12           "Discussed with Dr Akhter.  Not for any active

          13       treatment."

          14           I think that was a correct decision at that time.

          15       The day following, she died.  I think the position was

          16       beyond salvation at that stage.

          17   Q.  Do we also read that he was envisaging there might have

          18       been an ultrasound of her abdomen?  Do you see that on

          19       the next line?  Is that right?

          20   A.  Yes, I think --

          21   Q.  "U/S", does that mean ultrasound?

          22   A.  Yes, it does.

          23   Q.  What about "R/O bowel obs"?

          24   A.  I'm not sure.  You might make suggestions about

          25       abbreviations there, but I'm not sure.  I think that by
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           1       this stage the patient had had no renal output for

           2       a while and there's a note on 30 January that there had

           3       been no urine output for two days.  So whether she was

           4       dry or not, she wasn't passing urine, she was in a grave

           5       state.  So I don't quarrel with the decision the day

           6       before the patient died.  The question is, could the

           7       intervention have occurred in terms of consultation or

           8       further treatment between 25 January and 31 January and

           9       should a senior doctor on that firm have been involved

          10       in seeing the patient.

          11   MR POLLOCK:  My Lord, if I could ask for a point to be

          12       clarified, I wonder if it would assist the witness if it

          13       were to be suggested to him that the letters "R/O" might

          14       stand for "rule out"?  Would that assist the witness in

          15       clarifying that entry?

          16   A.  I have met many medical abbreviations in my time, and it

          17       is entirely compatible with that, but it is not one I am

          18       familiar with.

          19   LORD MACLEAN:  This is a case in which the patient had

          20       C. diff diagnosed within a relatively short time of her

          21       death.

          22   A.  This is the case.  This was a fulminating case of

          23       Clostridium difficile.

          24   LORD MACLEAN:  I have to admit, of course, having heard

          25       evidence about this case from other sources, as you
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           1       would understand, before now, I had not properly

           2       appreciated that.  So the diagnosis is on the 25th.

           3   A.  On Friday, the 25th.  And she is dead by 1 February.  So

           4       within seven days.

           5   LORD MACLEAN:  This may not be within your expertise, and if

           6       it is not, please say so.  I suspect it is within your

           7       expertise, and that is -- because I am looking at the

           8       first sentence of your conclusion.  It must have been

           9       a very severe onset of the illness for her to die within

          10       such a short time.

          11   A.  It was certainly a severe illness.  Whether it was

          12       acutely severe when she was diagnosed on the 25th

          13       I think is more arguable, but I would agree with you

          14       that the period from the 25th to the 27th was the window

          15       of opportunity over that weekend when further measures

          16       might have been successful.

          17   LORD MACLEAN:  Because you say, in the first sentence there,

          18       and I hope this all lies within your expertise:

          19           "This case of C. difficile was clearly acquired in

          20       Vale of Leven ward F after provocative antibiotics

          21       prescribed there, was severe - probably with undiagnosed

          22       toxic megacolon - and fatal."

          23   A.  I think all of those points I can defend, my Lord, from

          24       my experience and my assessment of this case.

          25   LORD MACLEAN:  If that is right, can I go back to what you
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           1       said at the start of this particular case, and that is

           2       that you would have put C. diff in part I of the death

           3       certificate?

           4   A.  I would, my Lord.  I think that she did not die of her

           5       stroke; she died of C. difficile.

           6   MR MACAULAY:  Just one further point, since we still have

           7       the nursing records on the screen, if we can go back to

           8       page 16 of the records and to that reference to

           9       ultrasound, just to read in full, with the assistance

          10       provided by my learned friend as to what the

          11       abbreviations might mean.  If we could just highlight

          12       the last four or five lines of the document.  Sorry,

          13       this is not the correct page.  Page 18.  It is the plan

          14       at the bottom:

          15           "Discussed with Dr Akhter ... ultrasound abdomen to

          16       rule out bowel obstruction" -- is that what we read? --

          17       "and renal size."

          18   A.  Certainly, whatever R/O stands for, "bowel obstruction"

          19       is mentioned.  I don't think that is appropriate.

          20       I don't think you come across bowel obstruction with

          21       C. difficile.  What you come across is a disintegrating

          22       colon and toxic megacolon.  I don't think I have ever

          23       seen bowel obstruction with C. difficile.

          24   MR KINROY:  My Lord, does that reveal the possibility -- and

          25       we would have to ask the doctor this -- that they were
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           1       thinking of bowel obstruction, rather than toxic

           2       megacolon?

           3   A.  Well, they should not have done.  They had a clear

           4       diagnosis and a positive test in appropriate contexts

           5       for Clostridium difficile.  You have to be wary of

           6       the severest form of C. difficile, and I don't think

           7       bowel obstruction would figure in that differential

           8       diagnosis, in my experience of cases of toxic megacolon.

           9           It is normally quite clear, although the distension

          10       you might think was part of the differential diagnosis

          11       of the obstruction, that this is a C. difficile

          12       associated illness.  But you are correct, you would have

          13       to ask the doctor responsible for the case.

          14   MR MACAULAY:  Thank you for that.  We have finished,

          15       I think, with Mrs McGinty's case.  We still have your

          16       overview to cover.

          17           It is perhaps a bit earlier than normal, my Lord,

          18       but I might suggest we come back for that.

          19   LORD MACLEAN:  2 o'clock.

          20   (12.55 pm)

          21                     (The short adjournment)

          22   (2.00 pm)

          23   MR MACAULAY:  Dr Warren, good afternoon.  Can we now look at

          24       your overview report, and I will put that on the screen,

          25       it's at EXP02320001.
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           1           As you set out in the first paragraph, you confirm

           2       that you have been asked to look at 19 patients in all;

           3       is that correct?

           4   A.  That's correct, and I have then been asked in this

           5       overview to summarise common or important problems, in

           6       my opinion, arising from those patients, the reports,

           7       the policies that I have seen and the occurrences at the

           8       time of increased incidence, concentrating on the period

           9       from November 2007 to June 2008.

          10   Q.  You have set out a list of materials that you have had

          11       regard to.  Quite a number of these I think we have

          12       already looked at.  There is one document that we

          13       haven't, and I just want to look briefly at that.  It is

          14       number 10 in your list, in fact, and it is at

          15       GGC15970003.

          16           We can see this document is described as

          17       "Antimicrobial prescribing policy and practice in

          18       Scotland", and it is recommendations for good

          19       antimicrobial practice?

          20   A.  In acute hospitals, I think.

          21   Q.  In acute hospitals, yes.  If you turn to page 4, can we

          22       see that it bears the date 2005?

          23   A.  Yes.

          24   Q.  You mention this, I think, in your report.  This

          25       contains, as I understand it, recommendations for good
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           1       practice; is that right?

           2   A.  That's my understanding, yes.

           3   Q.  Dating from 2005?

           4   A.  Yes.  I mean, to some extent, I have only taken

           5       a limited look at this since I was asked to concentrate

           6       on the 19 cases.

           7   Q.  I think one thing you do comment on in your report is

           8       the importance of the clinician when dealing with

           9       prescribing for patients; is that right?

          10   A.  Yes.  I don't know whether you can give me the reference

          11       to my comment on that, but I am sure that is the case.

          12   Q.  If we turn to page 9 of the document on the Lextranet

          13       database, page 2 of the actual document itself, can we

          14       see in the introduction, towards the bottom of the page,

          15       we can read that in Scotland there are a number of

          16       challenges related to antimicrobial prescribing facing

          17       hospitals, and that these have been recognised by the

          18       Scottish Executive Department and the SMC, and that is

          19       the Scottish Medicines Consortium; is that correct?

          20   A.  That's correct.  This is not only a Scottish problem;

          21       this is, I would suggest, a problem in England too, in

          22       my experience.

          23   Q.  We can see there a number of bullet points setting out

          24       what the perceived challenges were; for example,

          25       a concern about insufficient regular liaison between
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           1       microbiologists, clinicians and pharmacists, and concern

           2       about inadequate supervision of prescribing and

           3       inappropriate choice?

           4   A.  Those are clearly relevant to the cases I have reviewed.

           5   Q.  But these concerns were known, it would appear from this

           6       document, going back to 2005, and probably before that?

           7   A.  Well before that.

           8   Q.  Can we then go to the body of your report?  Just the

           9       point you make in your introduction, page 4, where you

          10       say that:

          11           "Microbiologists are not necessarily trained for,

          12       nor primarily responsible for, direct patient care."

          13           I think that is where, in fact, you mention the

          14       document we have just been looking at, and the quote

          15       from the document is:

          16           "... 'clinical teams maintain responsibility for the

          17       overall management of sepsis and the infection control

          18       consequences of antimicrobial prescribing in specialist

          19       areas', and this is not included in microbiology

          20       duties."

          21           What do you mean by that observation?

          22   A.  It is an issue of the primacy of care, and the primacy

          23       of care is with the physician or surgeon responsible for

          24       the patient.  The role of the microbiologist is to

          25       advise and to ensure in this particular aspect of their
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           1       duties, as far as possible, that they bring their

           2       expertise to bear to advise clinicians as to the latest

           3       findings in the field of infection and their opinion on

           4       what would be the appropriate actions, both in terms of

           5       the overall management of patients and their infection

           6       control consequences.

           7   Q.  If we then move on to page 7 of the report, you make

           8       some comments there about the organism.  I think you are

           9       aware we have had some evidence from other experts in

          10       connection with this particular chapter of your report.

          11   A.  Yes.  I have tried to be constrained here.  I mean,

          12       I think, after writing this report, there is one new key

          13       paper on 3 November, which I have recently read, which

          14       addresses the issue of the frequency with which you will

          15       find C. difficile if you look at patients who do not

          16       have the clinical features or the toxin of C. difficile,

          17       whether you find C. difficile.

          18           I think I have seen in transcripts of evidence to

          19       this Inquiry information that has varied from finding

          20       C. difficile in 60 per cent of patients, which I think

          21       was in Professor Poxton's evidence; 20 per cent in

          22       Dr Teare's evidence.  Now, this paper that I refer to

          23       from Loo in the New England Journal of Medicine from

          24       Quebec actually looked at 4,500 patients and found an

          25       incidence of C. difficile in these patients of only
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           1       4.4 per cent.

           2           I have done a much smaller survey of diarrhoeal

           3       samples received in my lab that are negative for toxin,

           4       and I find it in 3 per cent.  So there are obviously

           5       some discrepancies still around in the literature and in

           6       opinion about how frequently you find C. difficile in

           7       the absence of the toxin and signs and symptoms of

           8       infection.

           9   Q.  The section dealing with the removal of environmental

          10       spores by disinfection, I don't think that you have been

          11       provided with particular information in relation to what

          12       happened in the Vale of Leven?

          13   A.  No, I wasn't able to deduce, you will understand, from

          14       the clinical notes what was going on in those single

          15       rooms.

          16   Q.  Just generally, is it important that there are systems

          17       in place for cleaning if you have C. diff in a ward?

          18   A.  Yes, and I would go further than "cleaning".  I mean,

          19       cleaning is about physical removal.  You can clean and

          20       it can look beautiful, it can shine, and it can still

          21       have organisms present.  For many years, the emphasis

          22       has been in hospitals on the use of detergent and the

          23       avoidance of disinfection, but one of the measures you

          24       can employ to control C. difficile is to try to kill the

          25       spores, and you can do that with hyperchloride

                                            91

           1       solutions.

           2           Now, how you apply those and what you apply them to

           3       is a matter of opinion, but I notice in the

           4       Greater Glasgow policies there is reference that

           5       isolation rooms should be cleaned twice a day with

           6       hyperchloride, but I don't know what actually was

           7       occurring in the Vale of Leven.

           8           Obviously, the four walls of the isolation room,

           9       although it is something that site managers, nurses,

          10       people can identify with, "We must put the patient in

          11       a single room", all that does is build a perimeter

          12       around where the spores of C. difficile may be spread,

          13       and not even that, if they wander from the room.  So

          14       I don't think there is anything magic about single

          15       rooms.

          16           Perhaps, occasionally, we get into a situation where

          17       the emphasis is too much on the single rooms and not

          18       what goes on inside them.

          19   Q.  If we look at page 10 of your report, you make

          20       a particular point about the allocation of commodes when

          21       you don't have ensuite toilets, and I think you envisage

          22       that sometimes this can be a problem, particularly if

          23       you have C. diff in the ward?

          24   A.  In my experience, there is often limited storage space

          25       in wards for commodes.  The wards are often quite tight
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           1       in their space allocation.  I think the Greater Glasgow

           2       policy envisages that, if there is no ensuite toilet,

           3       there will be a dedicated commode in the room.  What

           4       happens if you have three commodes in your ward and you

           5       have six patients with C. difficile, I'm not quite

           6       clear, and that I would not expect to find in the

           7       clinical notes.

           8           So you would have to look for evidence on that point

           9       elsewhere.

          10           I think, in practice, in my experience, it is better

          11       to ensure that the commodes are both clean, from visual

          12       inspection, and disinfected and ready for use on another

          13       patient, rather than to rely on dedicated use, but that

          14       is a counsel of experience from increased prevalence of

          15       infection.

          16   Q.  Perhaps in the same context, and that is hand hygiene,

          17       you touch on that on page 11.  What you say there at

          18       section 5 is:

          19           "Staff were possibly unfamiliar at the time of this

          20       outbreak with the fact that, when dealing with

          21       C. difficile cases, they must wash their hands with soap

          22       or detergent ..."

          23           Why do you say that?

          24   A.  Well, this is a difficult area, knowing what staff

          25       know -- all right? -- and knowing what staff have been
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           1       told and what they have received into their practice.

           2           There was a great deal of emphasis shortly before

           3       this period on the control of MRSA in hospitals, and

           4       alcohol hand rubs were widely introduced, which will

           5       kill MRSA and will kill Gram-negative bacteria but will

           6       not kill spores.

           7           I think many of us had the experience that it was

           8       forgotten, this aspect of care, and so staff may have

           9       been concentrating, perhaps, on the application of

          10       alcoholic hand rub to their hands and not ensuring they

          11       were physically clean by washing them with soap or

          12       detergent.

          13           I have no evidence that that was an issue in the

          14       Vale of Leven.  You would have to ask individual

          15       perceptions of nurses and doctors, but in my hospital,

          16       at least, it was an issue that we made a point of in

          17       education, and there were a number of policies current

          18       in Greater Glasgow at the time, not all of which -- as

          19       far as I could see, I was only sent ones that were

          20       current, but not all of which were consistent with the

          21       advice that you had to rely on soap and water, or

          22       detergent and water, for C. difficile.

          23   Q.  But the C. diff policy, I think you may remember, did

          24       specifically say that gel hand rub was not effective --

          25   A.  It did.
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           1   Q.  -- and that you should use soap and water?

           2   A.  It did.

           3   Q.  So that information was there?

           4   A.  Yes.  Whether there was other information elsewhere that

           5       didn't concur with that, I don't know.  The policy

           6       documents on infection control are quite large, and

           7       I return to my point that it is what staff on the ward

           8       are actually practising with and know that is important,

           9       perhaps, rather than the policy document.

          10   DAME ELISH:  My Lord, before my learned friend moves on, and

          11       dealing with the subject of hand washing and

          12       cross-contamination, again, would Dr Warren still be of

          13       the view, as expressed in section 3 of his report at

          14       page 7, that what was identified by ribotype was only

          15       20 per cent of the patients that he saw, but that,

          16       within that group, a significant minority had

          17       ribotype 106 rather than 027?

          18   A.  I don't think I say that.  There was a single case of

          19       106 in the ones that I saw, as I recall, but only about

          20       20 per cent of the strains were ribotyped.  Of those,

          21       80 per cent were ribotype 027.  So the majority were,

          22       but it means that, because you haven't got all the

          23       ribotypes, you cannot be exactly sure which cases you

          24       should take out of consideration as being possibly

          25       related to cross-infection with exactly the same strain.
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           1   MR MACAULAY:  I think we discussed this the other day, but

           2       the ribotyping only really became an issue late on, and

           3       they were able to ribotype those specimens that they had

           4       retained?

           5   A.  I think that was the case at the Vale of Leven.  There

           6       was ribotyping available somewhat earlier, and I think

           7       the guidance about ribotyping -- and we haven't gone

           8       there because it was outside my terms of reference -- is

           9       that only a limited number of strains should be typed.

          10   LORD MACLEAN:  Can I just ask you, in relation to an answer

          11       you have just given:

          12           "Answer:  ... you cannot be exactly sure which cases

          13       you should take out of consideration as being possibly

          14       related to cross-infection with exactly the same

          15       strain."

          16           Is it important to know which strain?

          17   A.  I think it is important to know which strain.

          18   LORD MACLEAN:  Why is that?

          19   A.  Well, if you get a ribotype 207 -- if you get

          20       ribotype 207 in five cases on your ward --

          21   LORD MACLEAN:  Is it 207 or 027?

          22   A.  It doesn't matter.  027.  The numbers go up to 250.  If

          23       you get five strains the same and one strain different,

          24       that strain has a different epidemiology and is probably

          25       not acquired by cross-infection from the other five
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           1       cases.  So the more evidence you have on ribotyping, the

           2       more certain you can be that you are not dealing with

           3       cross-infection.  It is a negative.  You can only prove

           4       that they are different, you can't prove they are the

           5       same.

           6   MR MACAULAY:  Antibiotic provocation of C. difficile

           7       infection is a topic that you visit on page 13 of your

           8       report.  We have already talked about the 30-day

           9       approach that I think you were applying when you were

          10       looking at the cases; is that correct?

          11   A.  Yes.  I derived this information from the

          12       internationally agreed -- or at least US and European --

          13       guidance about the understanding of when infection with

          14       C. difficile occurring in the community may have been

          15       acquired in hospital.

          16   Q.  The point you have made before is that, in terms of

          17       cross-infection, the C. difficile need not be present on

          18       the ward at the time of acquisition, but I think you go

          19       on to say that it is common for there actually to be an

          20       earlier patient with C. difficile present and,

          21       therefore, consequently consider transmission from that

          22       patient?

          23   A.  Yes, it is a big "but".  I think it is an important

          24       observation, and it was particularly my experience of

          25       that with 027 in my own institution that leads me to
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           1       that conclusion.

           2           I think Professor Hawkey, Professor Peter Hawkey,

           3       from Birmingham, in the paper by Hardy et al that looked

           4       at clusters, came to a similar conclusion that it was

           5       very often an issue of conventional cross-infection from

           6       a patient who was present in the ward.

           7           Now, there is a material issue which relates to the

           8       definition of diarrhoeal disease that was in use in

           9       Glasgow and related to diarrhoeal incidence which refers

          10       to cases of diarrhoea occurring within a few days.

          11           Now, I think, with C. difficile, the view of

          12       the English Working Party that reported in 2008, and my

          13       own view, would be that it is more than a few days.  In

          14       fact, if you see two cases of C. difficile occurring on

          15       the same ward within a month of each other, hence my

          16       30 days, that is rather a good indication to go and look

          17       and see what is going on and whether you have got

          18       evidence of the same -- of ribotypes that are different

          19       or the same or a crossover, which suggests that you need

          20       to go and look at the place where it is putatively

          21       acquired.

          22           I mean, I am a firm believer, when you have

          23       a cluster or an outbreak, that the microbiologist needs

          24       to get off his chair in the laboratory and go and walk

          25       down the ward and go into the dirty sluice and look at
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           1       the state of the commodes and form an opinion, probably

           2       with the infection control nurse, on whether hygiene is

           3       satisfactory or not.

           4   Q.  I think that is the very point you make on page 14 in

           5       the bold print.

           6   DAME ELISH:  My Lord, I'm sorry to interrupt --

           7   LORD MACLEAN:  He hasn't finished.

           8   MR MACAULAY:  I think, to complete this point, rather than

           9       go through it all again, that is the point you make?

          10   A.  At the bottom of page 14 it says:

          11           "Three or more cases, with two or more episodes of

          12       unexplained vomiting and/or diarrhoea within a 24-hour

          13       period in healthcare ..."

          14           Now, it is unexplained for diarrhoea until you have

          15       got a C. difficile test.  There may be nothing wrong

          16       with this definition, in that it certainly applies to

          17       virus infections where you don't always make the

          18       diagnosis and it remains unexplained, but I wouldn't

          19       want to see this definition applied to C. difficile.

          20   LORD MACLEAN:  Dame Elish?

          21   DAME ELISH:  I apologise for interrupting.

          22           If my learned friend could clarify with Dr Warren

          23       whether or not his observation about the nature in which

          24       C. difficile manifests itself is unlike some other

          25       conditions, such as norovirus, where you have quite
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           1       sharp peaks, could the sequential and fairly elongated

           2       nature of the emergence of the symptoms of C. difficile

           3       have in some way acted as a decoy or distraction for the

           4       clinicians from actually seeing visibly that they had

           5       a problem on the wards?

           6   LORD MACLEAN:  Did you follow that?

           7   A.  Yes, I follow the drift.  I think it is unusual in

           8       modern practice to consider that cross-infection might

           9       be a matter of 30 days, rather than a shorter period of

          10       time, if that answers your question.

          11   LORD MACLEAN:  Does it?

          12   DAME ELISH:  Yes, it does.

          13   LORD MACLEAN:  Oh, good.

          14   A.  But, for example, there are other examples.

          15       Tuberculosis would be a classical example where the

          16       incubation period is quite long and detecting clusters

          17       may not be obvious.

          18   MR KINROY:  I wonder if we could make a small correction?

          19       Page 96.  I am trying to find the passage.  I think it

          20       is quite material.

          21           I think -- I may be wrong on this -- Dr Warren might

          22       have meant to say at page 96, line 5:

          23           "So the more evidence you have on ribotyping, the

          24       more certain you can be that you are not dealing

          25       with ..."
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           1           The transcript says "infection", he may have meant

           2       cross-infection?

           3   A.  Can you repeat that?

           4   MR KINROY:  "So the more evidence you have on ribotyping,

           5       the more certain you can be that you are not dealing

           6       with infection ..."

           7   A.  Yes, it should be "cross-infection".

           8   LORD MACLEAN:  I thought that is what you said, funnily

           9       enough.

          10   A.  I hope it was.

          11   MR KINROY:  My Lord, in my experience, the transcriber is

          12       super-efficient!

          13   MR MACAULAY:  The fairly elongated incubation period that

          14       has been raised with you, and whether that might act as

          15       a decoy, I think was how my learned friend put it, if

          16       you have in a ward a number of cases at the same time,

          17       then should there be any reason to think why the

          18       clinician should be distracted from that very fact?

          19   A.  I think the only comment I would make about that, that

          20       is material, is that, for many years, people regarded

          21       Clostridium difficile as a nuisance, rather than a fatal

          22       infection and an infection that you had to be bothered

          23       about.  Microbiologists were not particularly concerned

          24       about it.  Therapy was sorted out, it was metronidazole,

          25       and there had not been a habit, until we started being
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           1       hit by outbreaks of 027, to enquire into the situation

           2       more closely.

           3           However, I think it is fair to say that, if you have

           4       five or six cases of C. difficile in your ward, you

           5       cannot be unaware that you have got them and that

           6       C. difficile is a problem on your unit.

           7           Now, what you do about that as a clinician, I don't

           8       know, but certainly, if your liaison with

           9       microbiologists and the infection control staff is good,

          10       I would expect you to be communicating your concern,

          11       particularly after there had been such high-profile

          12       incidents as the Stoke Mandeville outbreak and, in

          13       England, the report of the inquiry into C. difficile in

          14       Maidstone that was published, I think, even though the

          15       outbreak occurred in 2006, in October 2007.

          16           That, for me, personally, was a wake-up call about

          17       C. difficile, that, at that point, and with that

          18       mortality, I looked very closely at mortality data of my

          19       own cases, and we set about doing what we could about

          20       it.

          21   Q.  Looking at section 6.2 of your report, here you are

          22       looking at specific antibiotics and their likelihood for

          23       provoking C. difficile diarrhoea.  I think -- you can

          24       correct me if I am wrong -- this is an area, really,

          25       that you have visited on a number of occasions over the
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           1       last two or three days; is that correct?

           2   A.  I would agree, and I included a section on this in each

           3       of my reports.

           4   Q.  What you have done, just by way of example, and you talk

           5       about this on page 18 of your report, you provided

           6       a table, table 2, providing data on the provocative

           7       antibiotic prescriptions in the cases that you have

           8       looked at in the Vale of Leven; is that right?

           9   A.  I have tried do so in column 3 of that table.

          10   Q.  Yes.  So if we look at page 19 and the table, and take

          11       the example of Mary Broadley, who is first in the list,

          12       I think you have noted the ward that Mrs Broadley was

          13       in, ward 14; you have noted the antibiotic within the

          14       preceding 28 days that you see as being provocative, and

          15       "Cip", I take it means ciprofloxacin; is that correct?

          16   A.  That's correct, and you will note I have put the ward

          17       the patient was in at the time the antibiotics were

          18       prescribed, not the ward the patient was in at the time

          19       the C. difficile was diagnosed.

          20   Q.  You have also a column where you consider the

          21       antibiotics were poorly justified?

          22   A.  Yes, that, of course, is a subjective decision and made

          23       from the notes, and so there are all sorts of provisos

          24       hedging that around, but I have tried to summarise what

          25       I think my conclusions were, and I hope I have made no
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           1       transcription errors.

           2   Q.  If you turn to page 20, then, in the bold print you pull

           3       together some conclusions, bearing in mind, of course,

           4       that you are looking at 19 and not, as we are in the

           5       Inquiry, at more than 60 cases, but you draw some

           6       conclusions together; is that right?

           7   A.  That's right, and in table 3 I have tried to set out the

           8       antibiotics administered in the previous -- well, I have

           9       used 28; 30 is not much difference.  But, yes, I have.

          10       You will see there that co-amoxiclav tops the list,

          11       followed by ciprofloxacin, clarithromycin, and

          12       third-generation cephalosporins.

          13           I think clarithromycin does not figure, although it

          14       begins with C, in my top five Cs, but it is commonly

          15       used, not alone, but with other agents.

          16   Q.  Going back to page 20, you also draw some conclusions in

          17       what you have set out in table 2?

          18   A.  I think these are general observations that I would make

          19       from the notes I have reviewed.  One of the issues is

          20       diagnosis: where is the site of the infection; what is

          21       the nature of the infection?  I have commented there in

          22       section (a), in clause (a), on the diagnosis of

          23       infections in the chest and also the question of

          24       asymptomatic bacteriuria or catheter-associated

          25       bacteriuria in urine and these are common infections in
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           1       hospital.

           2           In section (b) I have made the comment -- and it is

           3       no more than that -- that I think there is some evidence

           4       that health economy guidelines current in Glasgow for

           5       2007 and 2008 were not widely -- were not followed in

           6       all cases.

           7           So you have to say that the antibiotic use that was

           8       being employed in the Vale of Leven therefore reflects

           9       that of the local choice of doctors for common

          10       infections, and does not agree with the advice of their

          11       peers in the therapeutic committees that produce those

          12       guidelines.

          13   DAME ELISH:  My Lord, just for the sake of clarification,

          14       regarding point (a) and Dr Warren's conclusion regarding

          15       the failure to correct the diagnosis as a general

          16       statement, would Dr Warren accept again that that is

          17       based on Dr Warren's assessment of the records, which

          18       may be incomplete and deficient, as opposed to

          19       supplemented by the clinicians' own evidence?

          20   A.  Yes, but with a degree of wariness, my Lord, because

          21       I think, when you are in a period of heightened

          22       C. difficile, you have to be surer than you are in

          23       conventional practice about the certainty that the

          24       patient has a particular infection.

          25           We have all grown up in a period where we quite
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           1       liberally use antibiotics -- not always extrapolated

           2       from guidance, but often extrapolated from this

           3       reference and that reference, and when you are in

           4       a period of increased C. difficile presence and when you

           5       are aware that you have cases of C. difficile around

           6       you, you have to be more stringent in what you do, and

           7       I have been, if you like, not critical, but tried to be

           8       as rigorous as I can in my assessment of whether or not

           9       there is infection present from the notes that I have

          10       seen.

          11           I think that is based on my understanding of

          12       a necessity to limit antibiotic use in such situations.

          13       I am not sure that all clinicians would share that view.

          14       They cannot go on doing what they have always done in

          15       that situation.  Does that deal with the question?

          16   MR MACAULAY:  If we can move on to page 27 of your report,

          17       and section 7, where you have a heading "Antibiotic

          18       guidelines on treatment of infections other than

          19       C. difficile", here you, I think, have a discussion in

          20       relation to -- that guidelines must bear in mind that

          21       certain antibiotics can be provocative of C. difficile

          22       and, therefore, the clinician has to have regard to that

          23       when making the decision what to prescribe; is that the

          24       thrust of it?

          25   A.  I think that is the case.  Of course, as C. difficile
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           1       prevalence declines, as it comes under control, you can

           2       afford to be more liberal in your antibiotic use, but

           3       when it is a period of high prevalence, the risk is

           4       increased.  It is not a fixed proportion of antibiotic

           5       prescriptions that lead to C. difficile, it depends on

           6       the sources of C. difficile that are present and whether

           7       there were a lot of them or a few of them.

           8   Q.  If we turn to page 28, the discussion you have here in

           9       bold print, where I think you are putting forward some

          10       propositions that you want to be considered, beginning

          11       with ensuring that clinicians keep up with annual

          12       changes in antibiotic advice is difficult; can you

          13       elaborate upon that?

          14   A.  I think it is difficult.  I think the modified table 6

          15       that I have submitted compares and contrasts the

          16       antibiotic advice for specific conditions, common

          17       conditions, in the, I think, now five separate policies

          18       that were around in Glasgow at the period.

          19           Now, there were changes and differences even in

          20       those common conditions in the antibiotics that are

          21       being used.  Now, getting clinicians to use your latest

          22       guideline is quite difficult, and I think you have to

          23       indulge in a considerable educational effort -- all

          24       right? -- and engage with them and discuss with them the

          25       reasons that you are making change.
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           1           It is no longer satisfactory just to issue

           2       a guideline, leave it as it is for four or five years

           3       and then hope they catch up.  It is quite an active

           4       process.  That is why I say it is difficult.

           5   Q.  Would the clinician be justified in using guidelines

           6       promulgated in 2006 if other guidelines had been

           7       promulgated in 2007?

           8   A.  It depends on the view of the clinician in that

           9       situation, I think it would be fair to say.  If he

          10       understands why the change has been made, I think he is

          11       more likely to go along with the latest version of

          12       the guideline; if he doesn't so understand, he might

          13       think that it was down to the vagaries of a particular

          14       microbiologist or a particular committee or otherwise,

          15       and that is why, again, I say that communication and

          16       education is of the essence if you are going to make

          17       a major change; all right?  And there are some changes

          18       that are minor and there are others that are major.

          19   DAME ELISH:  My Lord, on that particular point, if I could

          20       expand on that with my learned friend's permission,

          21       regarding the outbreak in Stoke Mandeville and

          22       Maidstone, Dr Warren reports at page 20 that you were

          23       surprised, I think I can infer from the report, that

          24       there was no mention made in the reports in October 2007

          25       of the specific antibiotics which were the sources of
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           1       the problems.

           2   A.  Well, there were some general recommendations, but if

           3       I might put it this way, there was not chapter and

           4       verse, case by case, as I think you have the opportunity

           5       to do in this particular Inquiry.

           6   DAME ELISH:  May I just follow that by asking whether or not

           7       ciprofloxacin was given any particular stark warnings

           8       from that report that might have alerted the clinicians

           9       in the autumn of 2007?

          10   A.  I think there is advice about quinolones within the

          11       Maidstone report, which draws attention to them.  My

          12       recollection is probably imperfect, but I have recently

          13       re-read that report, and I think it does refer to

          14       quinolones.

          15   MR MACAULAY:  Looking to the table that you are seeking to

          16       compare and contrast different guidelines, if we start

          17       on page 29 with the co-amoxiclav, I think, to understand

          18       this, in each column you have referenced the particular

          19       guideline?

          20   A.  Yes, this is my unmodified table 6.  I have added

          21       another column, which is Argyll and Clyde 2006, which

          22       I submitted to you when I received that document after

          23       my report was compiled, but that is not on here.  But

          24       I think, you know, this illustrates the position.

          25           If you look at the co-amoxiclav recommendations,
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           1       they are quite varied as you hop from guideline to

           2       guideline, I think it would be fair to say.

           3   Q.  So that is how we read this, and we can compare and

           4       contrast what it can be prescribed for under the

           5       different guidelines?

           6   A.  Yes, and, you know, it is important to be precise, and

           7       this indicates the importance of the precision and the

           8       importance that, if you are going to make changes, you

           9       probably need to explain them.

          10   MR PEOPLES:  My Lord, I wonder, do we have a modified

          11       table 6 available to the participants?

          12   MR MACAULAY:  I don't know if it is on the database, but if

          13       it is not, it will certainly be posted on it.

          14   A.  I don't think it is particularly material, might I say,

          15       because this hospital was part of Greater Glasgow and

          16       Clyde in the relevant period.  It was not part of Argyll

          17       and the situation which applied to 2006.

          18           Now, whether there is a culture change there, that

          19       the antibiotic changes when you amalgamate hospitals, is

          20       a point that I address, and I have experience of that in

          21       my own locality, where the Princess Royal Trust in

          22       Telford Hospital was discontinued and Telford Hospital's

          23       management was taken over by the Shrewsbury Hospital and

          24       we had to inculcate the clinicians with a changed

          25       antibiotic policy, and I assure you it is hard work and
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           1       it may take a couple of years.

           2   LORD MACLEAN:  But I think, to pick up on your request, yes,

           3       since it has been mentioned and Dr Warren has written

           4       it, we should have it included somewhere.

           5   MR PEOPLES:  Yes.  I'm not sure, it may be there, I may have

           6       missed it.

           7   MR MACAULAY:  No, I don't think it is, in fact, but I will

           8       check that and confirm.

           9   MR KINROY:  My Lord, I wonder if I could clarify one last

          10       answer there?  In Dr Warren's experience, when one

          11       hospital was taken over by another:

          12           "Answer:  ... we had to inculcate the clinicians

          13       with a changed antibiotic policy, and I assure you it is

          14       hard work and it may take a couple of years."

          15           That would not necessarily be all that foreseeable

          16       in the beginning, but, was an understanding acquired

          17       from experience, was it?

          18   A.  Yes, I think it was not clear at the beginning.  Now,

          19       the process of centralisation of laboratory services

          20       continues.  There is a proposal in the West Midlands

          21       region, of which I am part, that the 18 hospitals there

          22       should be served by three laboratories.

          23           Were that to occur, I would suggest there would have

          24       to be a considerable sorting out of which antibiotics

          25       were tested and which antibiotics were reported and what
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           1       antibiotic advice was given to clinicians that might not

           2       be clear to those who were actually proposing such

           3       a merger in the interests, perhaps, of the economy.

           4           So I think this is a salient lesson that I have

           5       learnt from my experience, but I am not sure it has been

           6       widely learnt.

           7   DAME ELISH:  May I, on this particular point, ask whether or

           8       not that process of centralisation creates difficulties

           9       for the microbiologists in the personalisation of

          10       attending wards if they are situated at a distance from

          11       the wards over which they have responsibility?

          12   A.  The short answer to the question is yes.  Now, if you

          13       want me to amplify it, I would be happy to do so.

          14   MR MACAULAY:  Perhaps you should.

          15   A.  Okay.  My experience involved the closure of a small

          16       laboratory serving about 300 patients in Telford.  It

          17       wasn't viable in terms of its workload, in terms of its

          18       oncall service, and I took a decision, when I came to

          19       Shropshire in 1993, that the only way of resolving this,

          20       and working for two trusts, was to actually decide that

          21       I was going to bring all the bacteriology onto one site

          22       and put all the virology on another site, thus consoling

          23       the site that lost its bacteriology services with an

          24       alternative provision and to provide the service as one.

          25       I service a third hospital with 220 beds which has no
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           1       laboratory.

           2           Now, it is critically important that you maintain

           3       the confidence of your clinicians as a microbiologist

           4       and you maintain good liaison with them.  So the lesson

           5       that I learnt in that process and that I agreed with my

           6       colleagues was that individual consultant

           7       microbiologists would lead in particular clinical

           8       hospitals, and they would be the first point of contact

           9       for education, they would be the first point of contact

          10       for advice.  We would obviously cross-cover each other

          11       if we were absent, but it was necessary to maintain that

          12       close liaison and a feeling of ownership of

          13       the clinicians of that consultant-led microbiology

          14       service.

          15           Now, you do have a difficulty in that, because it

          16       can imply travelling, as I know well, to do that, and

          17       you have to pay due attention to that.  I am not sure

          18       that that lesson is always known and, of course, I have

          19       no knowledge of what the situation was vis-a-vis the

          20       Vale of Leven and the Royal Alexandra Hospital in that

          21       regard.

          22   Q.  You don't know what the distances may have been?

          23   A.  I neither know what the distances are nor the frequency

          24       of visits.  You can't deduce this from the case notes.

          25           I just make one observation: it was my practice,
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           1       when I serviced the Robert Jones and Agnes Hunt

           2       Orthopaedic Hospital without a laboratory and where

           3       I did a regular weekly ward round with the infection

           4       control nurse, who happened to be my wife, that I wrote

           5       in the patient's notes on each occasion when I offered

           6       advice about the patient, and I used to have to offer

           7       the advice in the absence of junior medical staff

           8       because they were in theatre, because it is a surgical

           9       hospital.

          10           Now, in that situation I have been careful about

          11       communication, I am making an effort to communicate.

          12       I used to attend their management meetings, I used to

          13       attend their clinical meetings, even when I had

          14       responsibilities for five laboratories across the face

          15       of the West Midlands and was frequently away.  So you do

          16       have to ensure that you are connected with the

          17       clinicians and, even after I retired, they continued to

          18       ring me up for advice.

          19   DAME ELISH:  May I just clarify here -- and the question may

          20       sound impertinent; it is not intended to be, it is

          21       simply regarding the resource -- I assume that when you

          22       were on these wards, you would have had a microbiologist

          23       back in the laboratory getting on with the sampling?

          24   A.  You have to do both, is the answer.  A ward round which

          25       takes a couple of hours, as I think you have heard from
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           1       others, doesn't necessarily interfere with your report

           2       to authorise reports and telephone.  However, you cannot

           3       leave the laboratory entirely unattended because you

           4       will get phone calls, and sometimes the density of

           5       the phone calls is very high.

           6           I have had periods of two hours where I have not put

           7       down the telephone -- well, I have put it down and had

           8       to pick it up immediately because it rang again.  So you

           9       can get overwhelmed in your laboratory with requests

          10       from junior doctors, particularly junior doctors, for

          11       advice.  But of course you also serve, not just the

          12       hospitals, but you serve general practitioners, who ring

          13       you up because they are experienced with critical

          14       questions which are normally very good and you have to

          15       give advice there, and you gradually evolve a coterie of

          16       consultants who, when they have a difficult case, will

          17       ring you directly.

          18           I have alluded to this elsewhere in my overview

          19       report, that the very best clinical information I get

          20       I derive from consultants or general practitioners

          21       giving me information about the patient, posing

          22       a difficult problem to me and then we discuss and emerge

          23       with a conclusion, whereas perhaps with junior doctors

          24       you have to explore the diagnosis and the reasons for

          25       their query.
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           1   MR MACAULAY:  Just on that, is that the section beginning on

           2       page 34, where you talk about consultations with

           3       microbiologists moving on, in particular, to page 35?

           4   A.  Exactly so.  That is what I meant, really, by the first

           5       paragraph there.  You very often have junior doctors

           6       ringing up because they want you to repeat the advice

           7       that you put in guidelines.  That competes with your

           8       other duties, and I would suggest that if you have gone

           9       to the trouble of contributing to guidelines and you

          10       have written them well, it should be evident that they

          11       should be followed, but of course, junior doctors,

          12       unlike senior doctors, move from hospital to hospital,

          13       so they are probably carrying the baggage of previous

          14       advice they have encountered, which may not be the same

          15       as yours.

          16           Now, standardisation then becomes an issue.  I had

          17       experience in the early 1970s in Cambridge where

          18       somebody wrote a regional antibiotic policy with which,

          19       working in the teaching hospital at Addenbrooke's

          20       I profoundly disagreed with my colleagues, and it was

          21       written by Professor Richard Lacey, who is perhaps known

          22       to some of you.  We met and had a perfectly amicable

          23       discussion.  In fact, he left Cambridge for a chair in

          24       Leeds at that time, but we had more or less reached an

          25       agreement that one antibiotic policy could pertain in
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           1       Cambridge and one elsewhere.

           2           So there were sometimes disadvantages and specialist

           3       reasons why you can't achieve complete standardisation.

           4   Q.  But in relation to your examination of these cases, if

           5       we come back to that, on page 35, what you say is you

           6       could detect little evidence of consultant

           7       microbiologists to the wards in the Vale of Leven in the

           8       cases you have reviewed?

           9   A.  Yes, not every consultant microbiologist writes in the

          10       notes.  I think that would be fair to say.  You would

          11       have to ask individual ones what is their practice.

          12           But my practice, if I possibly can, and particularly

          13       if I have seen a patient where it is difficult or I'm

          14       taking the initiative myself, is to try to visit the

          15       wards and write in the notes, but I don't always achieve

          16       that.

          17   MR KINROY:  My Lord, can I ask for a bit of clarification

          18       about earlier evidence, if I may?  It is to do with the

          19       closure of microbiology labs.  The evidence was:

          20           "Answer:  ... My experience involved the closure of

          21       a small laboratory serving about 300 patients in

          22       Telford.  It wasn't viable in terms of its workload, in

          23       terms of its oncall service ..."

          24           Can I take it that in some cases it is unviable to

          25       provide a laboratory onsite and the decisions in moving
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           1       it offsite, I infer, are complicated ones requiring

           2       careful examination?

           3   LORD MACLEAN:  The one in Telford was not, because you used

           4       it for another purpose.

           5   A.  Exactly so, my Lord.  So you have to be flexible in how

           6       you do these things, but on the other hand, the

           7       220-bedded hospital of Oswestry has never had

           8       a laboratory onsite.  So it is a judgment call.  But

           9       what services you provide where has implications, which

          10       I think is the original point of the question.  These

          11       need to be carefully addressed and thought about and

          12       considered.

          13           I would dearly love to provide -- no, perhaps

          14       I won't go there.  I was going to say, you know,

          15       centralisation has its advantages, if you can do it,

          16       because it ensures that you are not dealing with an

          17       isolated microbiologist following his own bent in one

          18       place; you can work as a team and you can agree things

          19       in common and you can consult amongst yourselves on

          20       difficult cases.

          21           So in clinical practice, there are sometimes

          22       advantages in centralisation which are not seen in

          23       solitary use.  So, as in all things in medicine, it is

          24       a balancing act.

          25   LORD MACLEAN:  Tell me, as a matter of interest, which
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           1       speciality did you put into the Telford lab?  Was it

           2       virology or bacteriology?

           3   A.  It is quite interesting.  I put viral culture, viral

           4       serology and it was subsequently where we instilled

           5       molecular microbiology into the Telford lab until that

           6       started to prove a problem in terms of the extension of

           7       molecular diagnosis and we had to offer some of that

           8       service out of the Shrewsbury lab.

           9           The reason I had to do that was, one, I couldn't

          10       sustain in the early days molecular services on two

          11       sites in terms of skill of staff and throughput, and

          12       also I hadn't got the space to centralise.

          13   DAME ELISH:  My Lord, I wonder if I could ask a question

          14       regarding the rotation of junior doctors which Dr Warren

          15       considered to be relevant?  If Dr Warren and the junior

          16       doctors at the Vale of Leven were, with the exception of

          17       one hospital practitioner GP, very junior FY1s and FY2s

          18       with a three-month rotation, would that be something

          19       that would create difficulty for a consultant in terms

          20       of getting to know and influence the junior staff over

          21       that short period, in the absence of medium-grade senior

          22       registrars, et cetera?

          23   MR MACAULAY:  Perhaps you can answer that.

          24   A.  I can try.  I can't answer the specifics in terms of

          25       the Vale of Leven because, obviously, recognising
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           1       handwriting and telling how things actually developed is

           2       very difficult.

           3           I would, however, confirm that it is difficult to

           4       get to know, now, junior doctors in hospital and it is

           5       difficult to educate them, compared with my previous

           6       experience in Cambridge.

           7   Q.  I think the point was, if it is a three-month

           8       turnaround --

           9   A.  It is very short.  It is very short.  I mean, previously

          10       it was six months and junior doctors were closely

          11       associated with consultants, individual consultants.

          12       They weren't working on rotas which moved junior doctors

          13       on and off the ward for periods of duty, which is

          14       a consequence in part of adaptations that have been made

          15       to cover the Working Time Directive.

          16           So it is undoubtedly the case that liaison with

          17       junior doctors is now more difficult than it used to be.

          18   Q.  But the consultant, in any event, can read what the

          19       junior doctor has written and, in particular, what the

          20       junior doctor has prescribed by way of antibiotics to

          21       see how a patient is being managed?

          22   A.  He can, but some of the ward rounds are post medical

          23       take ward rounds, and in my hospital at least, the ward

          24       round is so extensive with up to 60 admissions a day,

          25       that we have had to split up those duties and have at
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           1       least two teams on at any one time.

           2           So you shouldn't underestimate the pressure under

           3       which admitting consultants are in terms of reviewing

           4       for diagnosis and treatment of patients.  I don't think

           5       they have very much time to read the notes.  So I am

           6       very sympathetic to their position.

           7           However, it remains the case that if you can have

           8       a consultant microbiologist/consultant discussion, they

           9       are normally pretty acutely aware of which of their

          10       patients are sick and their opinion based on their

          11       experience is invaluable.

          12   Q.  Can I move you on to a separate topic that you do

          13       address on page 36 of your report, and that is the

          14       auditing of compliance with antibiotic guidance of

          15       senior medical and pharmacy staff?

          16           I think you say that, in fact, you haven't received

          17       any evidence of this?

          18   A.  That is the case.

          19   Q.  But you would envisage that there would be a system

          20       whereby auditing would be carried out on a periodic

          21       basis?

          22   A.  Yes.  I have to say that I think it is imperfect, even

          23       in my own hospital, so it is quite difficult to do this,

          24       and you have to decide on the practicalities of what you

          25       are going to do.

                                           121

           1           You can make it -- it is relatively easy to

           2       introduce junior doctors to the principle of audit if

           3       you take a designated clinical condition and the coding

           4       is adequate, so you can follow up all your cases of

           5       chronic bronchitis and see what antibiotics were

           6       prescribed and whether those are in accord with the

           7       guidelines.

           8           The other aspect of doing this is to turn it around

           9       the other way and to take certain rarely used

          10       antibiotics and see if you think they were used

          11       appropriately.  So there is more than one way of doing

          12       this, and it is quite difficult to be comprehensive, and

          13       I would fully accept that it is difficult to be

          14       comprehensive.

          15   MR KINROY:  My Lord, can I ask for clarification: does

          16       Dr Warren say it was orthodox or even universal practice

          17       for auditing of adherence to antibiotic prescribing

          18       guidance in hospitals in the UK in the period 2007/2008?

          19   A.  I can't answer what is orthodox practice in the

          20       United Kingdom.  It is just not -- as far as I know, it

          21       has never been audited whether audit has been carried

          22       out.

          23   LORD MACLEAN:  Who carries out the audit?

          24   A.  This varies.  There are seldom staff employed

          25       specifically for audit these days in the NHS.  There
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           1       were in the early days.  The audit may be initiated by

           2       a number of people, it may be initiated by the clinical

           3       team, the clinical consultant who wants to know, it may

           4       be that they give a project on audit to their junior

           5       medical staff, it may be that it is conducted by

           6       pharmacists trying to see why a particular antibiotic is

           7       being used, or it may be conducted by microbiologists

           8       who are anxious to get some insight into what is

           9       actually going on.

          10           So I don't think there is a simple answer to that

          11       question.  Many people can be involved, and classically

          12       and for the best, it is multidisciplinary audit.

          13   MR MACAULAY:  Then, if I can take you to the next section,

          14       where you look at control of laboratory antibiotic

          15       reporting, this is on page 37, and we have that on the

          16       screen.  I think, as you have been going through your

          17       evidence, you have picked up on some of these points

          18       already.  In particular, for example, the point you made

          19       already that offering six or so agents to which an

          20       organism is susceptible is excessive.

          21   A.  Yes.

          22   Q.  Indeed, it appears to be the case that the Vale of Leven

          23       began to change as time went on; is that right?

          24   A.  That is correct.  I mean, I think life is confusing

          25       enough without offering choice when you have an opinion.
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           1       It is safe always to report antibiotic resistance,

           2       because nobody would perhaps embark on treating

           3       a patient with an infection with an antibiotic which is

           4       known not to be active against the organism responsible

           5       for infection.  But it is not safe to report multiple

           6       antibiotic sensitivities.  It is normally the case that

           7       you require to at least report two sensitivities to

           8       cover the possibility that somebody is allergic to one

           9       of the two antibiotics, and you need to have due regard

          10       to what the likely -- what the possible nature of

          11       the infection you are dealing with is, whether it is

          12       serious or whether it is minor.

          13           So we, for example, in urinary tract reporting,

          14       would normally -- because we test amoxicillin and

          15       resistance to it is common, we would normally report

          16       three antibiotics in that situation, but I am aware of

          17       other hospitals that don't take that line and report all

          18       six.  Some of this depends on the ability of

          19       the computer system to intelligently suppress the

          20       results for you and your ability to cope with the

          21       situation, and if it is fit for purpose -- and I don't

          22       know in this context whether the one at Vale of Leven

          23       was fit for purpose -- you can construct a rules base

          24       for the computer to operate, and if, for example, it

          25       comes up with a coliform that is amoxicillin-resistant,

                                           124

           1       you can require it to release the trimethoprim and,

           2       let's say, the ciprofloxacin or the co-amoxiclav or the

           3       cephalexin result.  So you can programme computers to

           4       help you in the reporting process that would otherwise

           5       be extremely arduous, demanding that you withhold

           6       specific antibiotics.

           7   Q.  The diagnosis of C. difficile at section 11, if we turn

           8       to page 39, the discussion here is focusing on the fact

           9       that, as you have seen from the lab documentation, that

          10       in order -- you mentioned that you had to have

          11       a specific request for a sample to be tested for

          12       C. diff, and you are critical of that, I think?

          13   A.  Yes, I think I am.  I am not sure how often it had any

          14       material effect, and I am not sure whether that guidance

          15       contained in the laboratory handbook was still what was

          16       going on in the relevant period we are talking about,

          17       but I think it would be the norm, if you have a stool

          18       that is other than -- if I might describe it as

          19       "conkers", in other words, hard, it would be normal to

          20       test for C. difficile without specific request in

          21       patients who are in hospital and, therefore, high

          22       likelihood of recently having had antibiotics, and you

          23       might extend that to wider healthcare, including nursing

          24       homes.

          25           That was commonplace at that time.
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           1   Q.  On page 42, still looking at the procedures within the

           2       lab, this, I think, is the point we looked at earlier,

           3       that the relevant documentation made no mention at the

           4       time to contact with the consultant microbiologist if

           5       there was a positive result, and I think we have seen

           6       there has been a change?

           7   A.  Yes, and I think this is important.  Now, the consultant

           8       also has a role, while we are on that page -- I don't

           9       know whether you are coming to that -- in the selection

          10       of tests.

          11   Q.  Can you elaborate upon that?

          12   A.  Well, you have a management responsibility if you are

          13       a consultant microbiologist in a lab normally.

          14       Normally, there is a medical head of department, and he

          15       consults with his consultant colleague.  You have to

          16       consider whether the tests that you are employing are

          17       the best that you can use, and you have to consider the

          18       evidence.  Now, that doesn't always happen.  Sometimes

          19       these decisions are taken in laboratories, I believe, by

          20       non-medically qualified technical staff or management

          21       staff, and they may be sensitive to price, not just to

          22       quality.

          23   Q.  Are you there referring to the testing system they had

          24       in the lab, the tech lab, QUIK CHEK?

          25   A.  In this specific case.  I am making a general
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           1       observation, but I think that I have not seen evidence

           2       on how they selected that test for use.

           3           Now, this is an important general issue.  I think

           4       you have a medical duty, as a consultant in a lab, to

           5       ensure that the best possible method in your assessment

           6       is used.  Now, your assessment is a difficult area,

           7       because you have to have reliance on three things:

           8       published work, collaborative research and

           9       manufacturers' literature.

          10           Now, I looked very hard for, but didn't find -- and

          11       I may still have missed it, because the literature is

          12       voluminous -- independent evidence on the tests that

          13       they selected, and I didn't find it.

          14   DAME ELISH:  My Lord, I wonder on this particular point,

          15       would my learned friend confirm or enquiry of Dr Warren

          16       whether or not he was aware that this QUIK CHEK A/B

          17       toxin test was cited in the NHS CEP document of 2009 as

          18       one of the five superior assays for C. difficile testing

          19       and was quoted along with one either as being most

          20       specific at 96.8 per cent, and that allays concern?

          21   MR KINROY:  Before we do that, can I enquire into the

          22       relevance of this?  I can see, in a general way, for the

          23       public benefit, tests must be properly chosen, but I'm

          24       not aware of any evidence that the tests in this case

          25       were either improperly chosen or deficient, if properly
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           1       adhered to in its diagnostic function.

           2   LORD MACLEAN:  Mr MacAulay, can you settle this?

           3   MR MACAULAY:  I think in relation to Dame Elish's question

           4       that is probably best dealt with in a written form, if

           5       it is to be pursued.

           6   A.  I'm happy to deal with it, if you like.

           7   LORD MACLEAN:  Don't deal with it.  There is an objection to

           8       it anyway, you see, effectively.

           9   MR MACAULAY:  In relation to the appropriateness or not of

          10       the test, we have had some evidence about the percentage

          11       of false negatives that might be produced by this

          12       particular test, and this may be an area that will

          13       require some investigation as to whether or not, at the

          14       time, a more appropriate and less fallible test could

          15       have been employed.  So it may not be irrelevant.

          16   LORD MACLEAN:  To explore it?

          17   MR MACAULAY:  To explore it, yes.

          18   A.  Can I just comment, because I have addressed it in my

          19       overview report?

          20   LORD MACLEAN:  Not yet.  I will tell you when to set off.

          21   A.  I understand.

          22   MR MACAULAY:  But whether or not it is for Dr Warren to

          23       explore, it is another matter.

          24   LORD MACLEAN:  In any event, if I remember Dame Elish's

          25       question, the year 2009 surfaced?
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           1   MR MACAULAY:  My Lord, that was a particular point, I think.

           2       Dame Elish was suggesting that there was evidence in

           3       2009 that this test was, I think, an appropriate test,

           4       and I don't know whether or not Dr Warren has had the

           5       opportunity of looking at that material.

           6   A.  I did indeed, and I cited it.  I think you are correct

           7       that we have to address 2007 and the evidence that was

           8       available then.  There were a number of enzyme

           9       immunoassays available then, including those with

          10       published greater sensitivity than proved to be the case

          11       in 2009 with this test.  I was very careful in my choice

          12       of words, that your duty is to provide the best test;

          13       all right?

          14           I think members of the public would not understand

          15       if you said you were providing the fifth-best test; all

          16       right?

          17           Now, I had in my -- an unusual experience when I was

          18       in the Public Health Laboratory Service, that I was

          19       responsible for national procurement for 52 laboratories

          20       of reagents, and I learnt from that experience that many

          21       laboratories do not have the facilities to repeatedly

          22       assess tests on an individual basis, and we conducted

          23       procurements, where we could -- not in the case of

          24       C. difficile -- on a central basis where we looked at

          25       the evidence and we performed an assessment and then we
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           1       bought the best test, with due regard to value for

           2       money, that we could, and by such central procurement we

           3       reduced the costs of the service because we were buying

           4       in bulk and the manufacturers were very keen to have our

           5       business.

           6           So I think I am a proponent, from that experience,

           7       of central procurement, of properly assessed reagents

           8       for laboratory use, and I would not expect to go down to

           9       number 5 on the list.

          10           Counsel is quite correct, that the issue is not just

          11       one of specificity -- of sensitivity, it is both

          12       sensitivity and specificity that you have to consider.

          13       In other words, how many wrong results do you get and

          14       how do you cope with those?

          15   LORD MACLEAN:  Wrong results either way, of course?

          16   A.  Yes.

          17   MR MACAULAY:  Because I think we saw in the Vale of Leven

          18       from the cases you have looked at that the ultimate

          19       result was very important to the way in which the

          20       patient was managed: if it was a positive result, then

          21       treatment would be started; if it was a negative result,

          22       with no consideration to whether or not it was false

          23       negative, there would not generally be treatment.  Was

          24       that your experience of the cases?

          25   A.  Yes, it was my experience of the case review, and
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           1       I think it is also fair to say that my view about

           2       central procurement is perhaps unusually specific to me,

           3       based on my past experience.

           4   LORD MACLEAN:  You mean unique?

           5   A.  You say it, my Lord.

           6   DAME ELISH:  I wonder on that particular point --

           7   A.  But I am expert in that area, that is what I'm saying.

           8   DAME ELISH:   -- on bulk purchasing, and given Dr Warren's

           9       expertise in microbiology, whether or not he would apply

          10       that test to bulk purchasing of antibiotics, of whether

          11       or not the cost reductions might encourage prescription

          12       or use --

          13   LORD MACLEAN:  I don't think we want to go there, actually,

          14       in this Inquiry.  I don't think that is germane.

          15   MR KINROY:  My Lord, for what it is worth, much as perhaps

          16       I agree with your Lordship, I do think it exhibits that

          17       we are straying off into territory of central purchasing

          18       and efficacy of tests which is perhaps not helpful to

          19       the Inquiry.

          20   LORD MACLEAN:  It may not be helpful to your clients either.

          21       Mr Kinroy, I agree with you, so can we get on?

          22   MR MACAULAY:  Can I take you, then, Dr Warren, to what you

          23       say on page 45 in connection with the 48-hour provision,

          24       I think, that we see in the C. diff policy?  I think you

          25       tend to disagree with this recommendation.
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           1   A.  Well, I had never seen this recommendation until

           2       I reviewed this policy before, that in a patient whose

           3       symptoms persist for 48 hours you do a repeat sample.

           4       I think I produced evidence that, even if the symptoms

           5       do not persist, you may get a positive result.  So

           6       I don't know where this has come from.  It certainly was

           7       nothing that the Working Party which I was on in 2008

           8       considered.

           9   Q.  Still looking at C. difficile diagnosis, at 11.2, you

          10       indicate the role to be played by rapid C. difficile

          11       diagnosis, and they are threefold: to confirm promptly

          12       the need in positive cases for isolation initiated when

          13       the patient developed infectious diarrhoea; is that

          14       right?

          15   A.  That's true.  If you are occupying all your single rooms

          16       with cases with diarrhoea, you need to know whether they

          17       have C. difficile or not, where moving them out would be

          18       completely unacceptable.

          19   Q.  To stop provocative antibiotics is the other thing

          20       I think you mention.

          21   A.  That's true, and to initiate early treatment for the

          22       C. difficile.  So there were some specific reasons for

          23       speed.

          24   Q.  You then talk about turnaround time, and by that I think

          25       you mean the time between collecting the sample and the
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           1       result.  I think you suggest that the result within the

           2       working day of receipt would be practical and desirable;

           3       is that right?

           4   A.  I think that's right.  That is my experience.  It is

           5       difficult to decide exactly how frequently you need to

           6       test.  I have heard some people suggest that you test

           7       twice a day and I regard testing as once a day as

           8       satisfactory, but it does need to be on

           9       a seven-day-a-week basis and I think it was on

          10       a seven-day-a-week basis, as far as I can see, in cases

          11       I have reviewed.

          12   Q.  I think we have covered some of these other points in

          13       connection with laboratory reporting already.

          14           If we turn to page 47, the second paragraph, this is

          15       something that you have been particularly insistent

          16       upon, and that is the importance of consultant

          17       microbiologists seeing positive results; is that right?

          18   A.  That's right.  That has always been my practice.  It is

          19       common practice, not always universal, but I think it is

          20       very important, and it fulfils a number of roles which

          21       cannot be fulfilled by people who are not trained to do

          22       this.

          23           You have the role of modifying inappropriate

          24       antibiotic reporting; adding advisory comments; the

          25       laboratory quality assurance result, when you think the
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           1       result is wrong and you have to take it back into the

           2       lab and find out why; and very importantly you have the

           3       trigger of the report in front of you, which you may

           4       want to urgently communicate to medical and nursing

           5       staff and establish the patient on the best therapy.

           6           Now, of course, there is a final safeguard in the

           7       role, that if you happen to notice that you reported

           8       three cases of C. difficile on the same ward in the same

           9       day, then you can make sure that appropriate action has

          10       been taken.

          11           If, however, you distribute your reporting

          12       completely so that you haven't got responsibility for

          13       reporting in the specific hospital, it may be that that

          14       falls by the wayside, and that is why my colleagues and

          15       I took the decision, in a similar situation, that two of

          16       us would be responsible for each of the large hospitals

          17       on our patch, so that we had that oversight of what we

          18       couldn't anticipate in terms of a cluster of infection

          19       or something that appeared to be related.

          20           I think in the Vale of Leven in the 19 cases

          21       I reviewed there were four consultant microbiologists

          22       reporting on a smaller hospital than either of my two.

          23   MR KINROY:  I wonder if we could ask for clarification of

          24       the words:

          25           "Answer:  ... my colleagues and I took the decision,
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           1       in a similar situation, that two of us would be

           2       responsible ..."

           3           Is Dr Warren saying that he, too, had an experience

           4       in which it became evident that one microbiologist would

           5       be better to provide an overall scrutiny of the results

           6       coming out of a particular area?

           7   A.  What I am saying is -- it wasn't based on an experience,

           8       it was based on a principle -- that if you have

           9       a limited number of microbiologists working within their

          10       workload who scrutinise the results, then that is an

          11       additional safeguard in terms of episodes of

          12       cross-infection arising and the ability to detect them.

          13       You might choose to do this through nursing

          14       surveillance, through computerised surveillance, but

          15       there is always the unpredictable scenario.

          16           You can have an unpredictable scenario where new

          17       antibiotic resistance emerges, and I can think of

          18       a particular incidence of that recently in my hospital

          19       which was picked up simply by the microbiologist.  It

          20       was unpredictable antibiotic resistance of national

          21       significance which we picked up, and this has happened

          22       on two occasions, in my experience, in the last ten

          23       years in my hospital: national significance of

          24       resistance picked up because limited microbiologists

          25       were limiting themselves to one particular area of
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           1       clinical practice.

           2           So I suspect many microbiologists have this

           3       experience, that they use the report/review process to

           4       augment any surveillance they have in place.  I think it

           5       is important, and it is important to consider when you

           6       are centralising a facility.

           7   MR MACAULAY:  You have already mentioned, I think, that you

           8       consider interim reporting to be important as well?

           9   A.  I do consider interim reporting to be very important:

          10       the sooner you can communicate information of relevance

          11       to the clinician, the better.

          12   Q.  Moving on to page 48 and section 13, where you are

          13       looking at the clinical treatment of mild and severe

          14       C. diff infection, as we have seen from previous

          15       discussion, the position in the Vale of Leven was

          16       generally metronidazole and, in due course, vancomycin

          17       was the route that seemed to be taken?

          18   A.  Yes.

          19   Q.  Generally, in relation to -- if we take mild C. diff,

          20       that is perfectly acceptable to you, I think?

          21   A.  Yes, I think so.  Indeed, I think there are few people

          22       now who wouldn't treat C. diff, but there is older

          23       information, there is about 15 per cent of patients get

          24       better without prescription of any antibiotic; in other

          25       words, their normal flora recovers and the C. difficile
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           1       goes away.  But I am not advocating that.

           2   Q.  You mention in the second paragraph that the C. diff

           3       policy only included advice on metronidazole, I think,

           4       and not on oral vancomycin?

           5   A.  Yes.  I found this a slightly unusual situation.  There

           6       might be a discussion about it.  I have always been of

           7       the view that it is sensible to maintain infection

           8       control advice and antibiotic advice as two separate

           9       things, because my experience is that antibiotic advice

          10       has to be updated and dealt with more frequently than

          11       the principles of infection control, and this was

          12       a policy on infection control that contained antibiotic

          13       advice.

          14   Q.  You have a section beginning at page 50 of your report

          15       which is headed "Hospital epidemiology".  You, of

          16       course, in seeking to carry out this exercise, were

          17       limited to the 19 cases that you had to look at; is that

          18       fair to say?

          19   A.  It is true in general, and certainly, in terms of

          20       the admissions and transfers of patients to different

          21       wards, that was the case.  But I did have some oversight

          22       documents of other cases of C. difficile that occurred,

          23       but they were incomplete.

          24   Q.  I think you may be aware that this is an exercise that

          25       Professor Duerden is going to carry out under reference
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           1       to all the cases?

           2   A.  I wish him joy.

           3   LORD MACLEAN:  Does it mean you have that to look forward

           4       to?

           5   A.  I think it is a major task.

           6   MR MACAULAY:  I want to take you to the comments you make on

           7       page 55 in relation to isolation and cohorting.  You

           8       mention at bottom in the bold print that you have taken

           9       from what you have read in the records that it was not

          10       the normal practice in the Vale of Leven to move

          11       patients to single rooms when they developed diarrhoea

          12       and before the C. diff tests were available; was that

          13       your understanding from the records?

          14   A.  That was my observation, and I think others have made it

          15       as well.

          16   Q.  Cohorting.  Can I ask you -- just on that, if a patient

          17       who has got diarrhoea remains in the ward, then that

          18       does raise the risk of cross-contamination from that

          19       patient to patients who are not infected?

          20   A.  Yes, but I would go further than that, to say that, if

          21       the patient is in a single room, if they don't have

          22       individual cleaning equipment, if they don't adequately

          23       use hyperchlorides, if they don't adequately wash their

          24       hands, the presence of a C. diff patient in that single

          25       room can also be a hazard to other patients on that
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           1       ward.  So there are a lot of "if"s about single rooms.

           2   DAME ELISH:  My Lord, I wonder if I could possibly suggest

           3       to Dr Warren that, added to that, if you have wanderers,

           4       whether that would also confound the process?

           5   LORD MACLEAN:  We have mentioned that.

           6   A.  I accept the uncontained wanderer, I accept the

           7       incontinent on the ward.  All of these make things

           8       difficult.  I would agree.

           9           I have to say, and I don't know whether counsel is

          10       going to come on to this, that when we were faced with

          11       a similar increased prevalence period, we accepted that

          12       all of those were hazards that were difficult to deal

          13       with and that, indeed, to deliver the care for patients

          14       with C. difficile and to ensure that we could

          15       economically visit those patients and make sure they

          16       were on appropriate treatment, we found it advantageous

          17       to concentrate our patients with C. difficile in one

          18       area; all right?  So not have two or three patients

          19       distributed over each ward in the hospital.

          20           If you bring patients with C. difficile together in

          21       the absence of other patients, then they are not going

          22       to -- if they catch C. difficile again, in a sense, it

          23       doesn't matter, because they have already got it.

          24           So the question of the separation of patients

          25       infected with C. difficile from those uninfected is
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           1       a major issue in a period of increased prevalence.

           2   MR MACAULAY:  That is, I think, what you discuss on page 58

           3       when you are looking at cohorting --

           4   MR KINROY:  My Lord, before we go quite there, might I ask,

           5       on the evidence:

           6           "Answer:  ... when we were faced with a similar

           7       increased prevalence period, we accepted that all of

           8       those were hazards ..."

           9           Would it be correct to understand that, at the very

          10       least, Dr Warren has encountered, himself, periods of

          11       increased prevalence of C. diff illness on his wards

          12       and, by inference, at least, cross-infection?

          13   LORD MACLEAN:  The cross-infection is something else,

          14       actually.  You can ask that.

          15           But of course you have.  You have just told us you

          16       had increased prevalence of C. diff?

          17   A.  Yes.

          18   LORD MACLEAN:  Counsel then added on "and by inference

          19       cross-infection".

          20   A.  Yes, as soon as we had evidence that we had ribotyping

          21       available to us, we ribotyped those strains and we found

          22       that we did, indeed, incompletely, because of the time

          23       of the introduction of ribotyping, have evidence of

          24       transmission of the ribotype 027 from patient to

          25       patient.  So I have lived in the real situation that was
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           1       experienced in the Vale of Leven.

           2   MR KINROY:  Can I further ask, then, it was not until the

           3       ribotyping results were available that it was clear that

           4       there had been cross-infection?

           5   A.  In fact, we were aware, and I was aware from work I had

           6       done, following on the report in October 2007 in

           7       Maidstone, that we could follow ribotype -- what turned

           8       out to be ribotype 027, but at the time, we just knew it

           9       was C. difficile in contact moving from ward to ward,

          10       despite the fact that we were isolating patients in

          11       single rooms.

          12           So you are not correct to say that we were only

          13       completely aware of this when we had got ribotyping; it

          14       was a sufficiently unusual event that it was noticeable

          15       to the reporting consultants.

          16   MR MACAULAY:  If you have two or three patients in a ward

          17       with C. diff diarrhoea, then, even without ribotyping,

          18       would there not at least be a reasonable suspicion that

          19       there was a connection between each of them?

          20   A.  Yes, it is a reasonable suspicion.  When you actually

          21       have good control of a situation and you look at the

          22       ribotyping, it is quite common that they are different

          23       ribotypes, actually.  So, yes, suspicion is raised and

          24       you are quite dependent on the ribotyping -- or I am

          25       quite dependent on the ribotyping now and so are my
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           1       colleagues.  We value that service highly, we use it

           2       extensively, probably outside the existing guidelines,

           3       but we find it very valuable and, although it is an

           4       expensive test, it enables us to ensure that we have got

           5       high standards of infection control, and I would make

           6       the comment that I would be anxious were such services

           7       not fully available.

           8   LORD MACLEAN:  What speciality carries it out?

           9   A.  It is carried out by microbiologists in specialist

          10       reference services.  I believe in Glasgow it is provided

          11       by Professor John Coia, whom you may be going to hear

          12       from.

          13   MR KINROY:  May I ask this: it appears that this was

          14       cross-infection with C. diff, an outbreak by any other

          15       name, but an outbreak in fact, which occurred after

          16       there had come to Dr Warren the knowledge of

          17       the Maidstone in Kent report in October 2007; is that

          18       correct.

          19   A.  I think that is the case, if my memory for the events of

          20       the time are correct.

          21   MR MACAULAY:  How long did it take you to recognise that you

          22       had a problem?

          23   A.  A few months.

          24   Q.  A few months?

          25   A.  Yes, it was not instant, but it caused us to look at the
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           1       Maidstone report, at the mortality in our cases; it

           2       caused me, acting in the absence of a director of

           3       infection prevention and control, to call former

           4       colleagues in the Health Protection Agency and ask for

           5       their assistance and, in due course, a consultant

           6       microbiologist was dispatched to us to discuss the case

           7       during a day, and it caused us to alert the chief

           8       executive, with whom we had good relations, to the fact

           9       that we saw a problem, and he obliged us by making

          10       a ward available into which we could put these patients,

          11       at some income loss to my trust.

          12           So we carried conviction with us about what was

          13       going on and our good relations with the management

          14       staff and a responsive management led to effective

          15       action, but it is not my business, perhaps, to retail my

          16       experience in this regard in another trust.  We are

          17       considering here the Vale of Leven.  But you might ask

          18       the question why they didn't spot it, why HPS Scotland

          19       didn't spot it, and what was the communication with

          20       management and infection controls and other arenas about

          21       the period of increased prevalence in the Vale of Leven,

          22       and I am sure you will do so.

          23   LORD MACLEAN:  We are coming to this.

          24   MR KINROY:  My Lord, might I have the opportunity to discuss

          25       with my learned friend, or in some other way address
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           1       this, but it is most surprising evidence here, at least,

           2       that in Dr Warren's own jurisdiction there was an

           3       outbreak which took some months to spot, despite his

           4       knowledge of the Maidstone in Kent report, and in my

           5       submission, this at least has the potential to be very

           6       illuminating when one is considering why the outbreak

           7       occurred in the Vale of Leven and what might have been

           8       foreseen about that.

           9           It seems to me that we know so little from Dr Warren

          10       yet about his own experience.  But from a microbiologist

          11       of his standing to tell us that an outbreak occurred in

          12       his own domain which took some months to spot, even

          13       though by then, at least in his own domain, the

          14       Maidstone experience was known, is a matter of the most

          15       considerable significance to these proceedings.

          16   LORD MACLEAN:  Well, is it?  How long did it take to spot in

          17       the Vale of Leven?  Do we know that yet?

          18   MR KINROY:  I think, my Lord, we know that it was in

          19       May 2008 when it first became thought that there should

          20       be a look-back to see if there had, in fact, been an

          21       acknowledged outbreak.

          22   LORD MACLEAN:  Back to where?

          23   MR KINROY:  Back, my Lord, I think -- I would need to look

          24       at the evidence again.  Originally, I think it was

          25       thought six months and then perhaps for an extended
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           1       period back beyond that.

           2   LORD MACLEAN:  Much more than that.  Mr MacAulay, what do

           3       you want to --

           4   MR MACAULAY:  I'm quite happy to discuss this with my

           5       learned friend.  I'm not sure if it is that relevant,

           6       but I'm more than happy to discuss it.

           7           Perhaps there is one question I should ask

           8       Dr Warren, and that is to look at the numbers before we

           9       move on from this particular topic --

          10   A.  May I just interject --

          11   LORD MACLEAN:  Which numbers?

          12   MR MACAULAY:  The numbers in his outbreak.

          13   LORD MACLEAN:  Yes, Doctor?

          14   A.  I don't recall.  May I just interject that, in fact, the

          15       outbreak that I have referred to was occurring before

          16       the publication of the Maidstone report; all right?  We

          17       were aware of it, we were looking into it and the

          18       Maidstone report injected additional urgency into our

          19       process of coping with it.  So it was not a case that

          20       this outbreak occurred after the Maidstone report.

          21   MR KINROY:  My Lord, that doesn't alter my view that this is

          22       potentially of the greatest significance.  In the end,

          23       it is your Lordship's view, of course, but if we are

          24       looking to, perhaps, the psychology of organisations,

          25       the knowledge of the virulence or the changed virulence
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           1       of C. diff and the precautions one should be taking

           2       against it, then in my submission, the experience

           3       Dr Warren had or the fact there was an outbreak in his

           4       jurisdiction which went undetected for months, despite

           5       his experience, his acumen, his national standing and

           6       his awareness of Maidstone in Kent may be of

           7       significance --

           8   LORD MACLEAN:  I understand.  You don't have to make a great

           9       speech about it.  I understand what you are getting at

          10       and I know why you think it is important.

          11           Now, Dr Warren?

          12   A.  First of all, may I saw not "some months", but a few

          13       months, we are talking one or two months.  That is my

          14       first comment.

          15           My second comment is that obviously Scotland, as in

          16       other places, was aware of the experience of

          17       ribotype 027 in the United States and I was aware of

          18       that and we were all aware of the Stoke Mandeville

          19       situation.  It was clear that this was something new.

          20           I think we do not accurately know, because

          21       ribotyping came in just before the period of

          22       the Vale of Leven outbreak, we do not accurately know

          23       how many outbreaks of ribotype 027 there were in

          24       hospitals in the United Kingdom.  To judge from the

          25       experience in North America, they were frequent.
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           1       Although this isn't evidence I can swear to, I have

           2       discussed on occasions before I came to this Inquiry the

           3       question of C. difficile in other institutions in the

           4       United Kingdom with individual microbiologists, and

           5       I think it is fair to say that many microbiologists had

           6       evidence of increased prevalence during 2007 which led

           7       them to be concerned about the situation.

           8           Now, whether all of those were reported or not as

           9       outbreaks, whether indeed they can be substantiated as

          10       outbreaks, I do not know.

          11   LORD MACLEAN:  Could I just ask you, Mr MacAulay, I am

          12       looking at the time.  It is important we get through

          13       Dr Warren today, I think.

          14   MR MACAULAY:  Yes.

          15   LORD MACLEAN:  That is your aim, isn't it?

          16   MR MACAULAY:  I am nearly there.

          17   LORD MACLEAN:  Nearly there?

          18   MR MACAULAY:  I am on page 58, my Lord.  I know there are

          19       a few more pages.  But half an hour should do it.

          20   MR KINROY:  My Lord --

          21   LORD MACLEAN:  Don't interrupt, please, until I have

          22       finished.  I will invite you to speak.  I want to get

          23       this point clear.

          24           What about the stenographer?

          25   MR MACAULAY:  Perhaps a break would be welcome, then.
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           1   LORD MACLEAN:  Then you can consult with Mr Kinroy --

           2   MR MACAULAY:  Indeed.

           3   LORD MACLEAN:  -- which he would like you to do.  We will

           4       have a short break and give you a break and then resume.

           5           Now, Mr Kinroy, I did stop you.

           6   MR KINROY:  My Lord, I was just reflecting on this, that the

           7       proper approach might be, because of the time as well,

           8       the need for Dr Warren to leave today, for me to

           9       consider what this might mean and make an application in

          10       due course.  It may be that we have to ask Dr Warren to

          11       come back to discuss a discrete chapter, which is his

          12       own experience of dealing with an outbreak in his own

          13       hospital.

          14   LORD MACLEAN:  Dr Warren is shaking his head.

          15   MR KINROY:  I'm sure he has no pleasure in the thought, but

          16       I don't think that is the criterion for the Inquiry.

          17   LORD MACLEAN:  That is not what he is shaking his head

          18       about, I don't think.  Is it?

          19   A.  I am concerned, my Lord, that my business here is as an

          20       expert.  I have indicated openly to you that I have some

          21       expertise in this area because I have experienced such

          22       an outbreak.

          23           It is not necessarily a requirement -- it is

          24       certainly not within my terms of reference -- to

          25       describe another outbreak to this Inquiry, and I am not
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           1       sure that it is a correct use of me as an expert

           2       witness, and I am not sure that my hospital would be

           3       happy for me to participate.

           4   LORD MACLEAN:  I understand the sensitivity, especially the

           5       last point you mention, but I think the proper course

           6       here is not to explore it at this point, Mr Kinroy, but

           7       if you wanted to explore it, you would have to apply to

           8       me --

           9   MR KINROY:  Yes, my Lord, I think that is probably the

          10       solution.

          11   LORD MACLEAN:  That is the best way to do it, I think.

          12   A.  My Lord, may I make a suggestion?

          13   LORD MACLEAN:  Yes.

          14   A.  That is that if you are asking the question about

          15       whether such events were common at the time, it would be

          16       appropriate to direct those inquiries to

          17       Health Protection Scotland or to the Health Protection

          18       Agency in the United Kingdom.

          19           It is not appropriate for me to comment on other

          20       hospitals, and perhaps -- I have indicated from my

          21       expert report from my experience what I consider might

          22       have been applied in the Vale of Leven.

          23   LORD MACLEAN:  Yes, I can understand all that.  I think we

          24       will have to short break now and you can sort it out, if

          25       it needs sorting out.
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           1   MR MACAULAY:  Indeed, my Lord.

           2   (3.37 pm)

           3                         (A short break)

           4   (3.50 pm)

           5   MR MACAULAY:  Cohorting is the next topic I want to explore

           6       with you and you do discuss that, I think, on page 60.

           7       You have already mentioned how you could close the ward

           8       down, effectively, and cohort infected patients in

           9       a particular area.  Is that what you mean by cohorting?

          10   A.  Yes, it doesn't necessarily mean close the ward down or

          11       loss of beds.  If you like, a better expression, but it

          12       is not what is commonly used, might be "concentrating",

          13       so bringing the patients actually together in one place.

          14   Q.  If we turn then to your report on page 60, the second

          15       paragraph there, you say:

          16           "There was no attempt to cohort patients in the

          17       Vale of Leven outbreak as there should have been, in my

          18       opinion.

          19           I think we did see, in certainly the Jessie Jones

          20       case, and I think also Sarah McGinty, that there was

          21       a suggestion that these patients were with other

          22       infected patients --

          23   A.  Yes.

          24   Q.  -- within the ward?

          25   A.  There is a terminology issue here.  People refer to --
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           1       "cohorting" classically would refer to separation of

           2       those patients and their nursing by separate staff in

           3       a separate facility.  That has got extended by others to

           4       what -- I perhaps use the term "mini-cohorting", where

           5       you put similar patients in a bay, they may not have

           6       separate staff and they may not have a separate facility

           7       in terms of a dirty utility with commodes and sluice.

           8       So, like most things in medicines, terminology slides.

           9           By "cohorting", I mean in a separate ward with

          10       a separate dirty utility all together in a hospital, but

          11       that is not the term that is used in the notes in other

          12       situations in the Vale of Leven.

          13   Q.  So when you make this comment, then, when you say there

          14       was no attempt to cohort patients, that is the context,

          15       that you are accepting there was the mini-cohorting that

          16       you mentioned?

          17   A.  Exactly so.

          18   Q.  But not the type --

          19   A.  Exactly so, but there didn't seem to be consideration

          20       that there were sufficient cases of C. difficile in the

          21       Vale of Leven at certain times to justify the

          22       disruption, but the good clinical care of patients, of

          23       bringing them all together in one place.  I have

          24       explained already that if you bring them all together in

          25       one place, there is the reduced risk that you transmit
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           1       the infection to unaffected patients.

           2           So I understand fully the difficulty in doing what

           3       I am suggesting, but it is an option that didn't appear

           4       to me, perhaps because they hadn't detected how much

           5       C. difficile there was, to have been considered.

           6   Q.  The transfer between wards that you, I think, saw from

           7       the cases you looked at, and you discuss this at least

           8       to some extent on page 64, that, I think you tell us,

           9       does cause its own difficulties, particularly with

          10       regard to the further risks of cross-infection if you

          11       move from one ward to another ward?

          12   A.  Yes.  I notice in the 2009 -- although I haven't cited

          13       it here because I wasn't aware of the document at the

          14       time, in the Health Protection Scotland guidance on

          15       C. difficile for 2009 there is a statement that you

          16       should be cautious about transferring patients between

          17       wards.

          18           In my own hospital, we do frequently get into

          19       a situation where we have to transfer patients between

          20       wards to use single rooms, but I am acutely aware,

          21       following this Inquiry, that you have to look and make

          22       sure that you don't get spread from those single rooms

          23       and that your isolation is intact, complete and

          24       satisfactory.

          25   Q.  If you do not have enough, if you do not have
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           1       sufficient, single rooms for the infected patients in

           2       the particular ward, would you accept it may then be

           3       necessary to move a patient to another ward where there

           4       may be a single room?

           5   A.  I accept that that is common practice.  I think it

           6       depends on how much of that particular infection you

           7       have got around, hence my comment about cohorting, and

           8       the patient safety issues that arise from cohorting.

           9           In historic times, one used to have isolation wards

          10       or concentration wards, depending on what you want to

          11       call them.  These are not generally now available, but

          12       they are still an inherent part of taking control of an

          13       outbreak.

          14   Q.  The approach that you assume was adopted in the

          15       Vale of Leven of mini-cohorting, does that, at least to

          16       some extent, stop, or contain, I should perhaps say, to

          17       some extent the risk of cross-contamination?

          18   A.  I find that impossible to assess, as opposed to use of

          19       single rooms.

          20           It depends on how that cohorting actually works on

          21       the ground, in terms of transmission on staff hands, in

          22       terms of environmental cleaning, in terms of patients

          23       reaching the loo.  So I can't make a generalisation, I'm

          24       sorry.

          25   Q.  Would you envisage that, with mini-cohorting, you would
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           1       require to have dedicated staff who would not deal with

           2       other patients?

           3   A.  That is the classical definition of cohorting.  Yes,

           4       indeed, because it is hand-borne transmission of

           5       the spores which is believed to be the route of

           6       cross-infection.

           7           So it depends how much bio security you are trying

           8       to inject into your control measures.

           9   Q.  If we come then to the final part of your report on

          10       page 73, and this is section 17 of the report, can you

          11       just explain this presentation to the Inquiry as to how

          12       we approach this?

          13   A.  I thought I might write another volume on my overview.

          14       I tried to generate, for the benefit of the Inquiry,

          15       some salient points which I thought might have to be

          16       assessed in the assessment of the quality of

          17       the microbiology and infection control service; if you

          18       like, some headings and some perceived problems that I'd

          19       got.  I hope I have been reasonably comprehensive in

          20       terms of the evidence that I have given.  Any omissions

          21       or commissions are very much my own.  But the intention

          22       was that, if you wanted to light on individual bits,

          23       this was, if you like, an aide-memoire, rather than an

          24       overall conclusion.

          25   Q.  So we can look for ourselves at these points and use
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           1       them as a springboard to further consideration?

           2   A.  If you wish, yes.

           3   Q.  I think, as far as I am concerned, that does conclude my

           4       examination of your overview report.

           5           You have been made aware, I think, Dr Warren, that

           6       questions have been submitted, I think on behalf of four

           7       of the core participants.  The health board have

           8       submitted a number of separate notes of questions; the

           9       Medical Defence Union for Scotland have submitted

          10       questions, I think, for you; as have the families and

          11       the government.  So there are a number of lists of

          12       questions no doubt generated by your evidence,

          13       Dr Warren.

          14           If I could ask you, to the extent that you have not

          15       already been able to answer questions in writing, if you

          16       could, as soon as you possibly can, respond in writing

          17       to these questions?

          18   A.  Yes, of course I will do so.  I hope I have responded to

          19       70 per cent of them already.

          20   Q.  You may be wrong about that, because some additional

          21       questions have come in, even today.

          22   A.  Yes, I accept that, and I hope the flood will stop.

          23   MR KINROY:  My Lord, on that topic --

          24   LORD MACLEAN:  I don't think so.  It doesn't sound like it.

          25   A.  I fear not.
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           1   MR KINROY:  Might I say that not all the parties have seen

           2       all of the written questions?  I think there is no

           3       protocol about this, but it might be of advantage if

           4       they were seen by all the parties, who might be able to

           5       cut down on their questions in the knowledge of what

           6       others are asking before the questions are sent to

           7       Dr Warren.

           8   A.  I think the questions have already been sent and I have

           9       already started to answer them, including second

          10       iterations, my Lord.

          11   LORD MACLEAN:  It is something for us to consider in the

          12       future, I think.

          13   MR MACAULAY:  Yes.  Clearly, the less duplication, the

          14       better, but, on the other hand, if the questions are the

          15       same, the answer will be the same from Dr Warren.

          16   MR KINROY:  My Lord, I suppose I should observe that if

          17       a whole new issue is sparked by one question, then it

          18       would save repeated enquiries by mail of Dr Warren if we

          19       knew now that we should be tailoring our own questions

          20       taking into account the questions of others.

          21   LORD MACLEAN:  I think the problem with that is that it

          22       never stops.  I mean, I know Dr Warren referred to it as

          23       a "flood", but it is a flow, certainly, of questions

          24       that keep on coming in.

          25           We will have to discuss -- actually, I will discuss
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           1       with Mr MacAulay -- whether this is a practice that we

           2       would want to follow.

           3   MR KINROY:  Yes, I'm obliged, my Lord.

           4   LORD MACLEAN:  We will certainly consider it and come back

           5       to you.

           6           I think that does bring your evidence to a close,

           7       and it is 4 o'clock, and that is all to the good.

           8           You can see for yourself over the last three days

           9       how you have provoked great interest amongst everybody

          10       here.  We are very interested indeed in what you had to

          11       say and, if I might say so, the way in which you

          12       expressed it as well is so clear.  For my own part,

          13       I greatly enjoyed it as you explained matters.

          14       I understand the subject matter considerably better,

          15       I think, than I did at the start.

          16           So we are all very grateful to you, actually, for

          17       your coming here, and also, of course, for all the

          18       enormous work that you put in to the preparation of your

          19       reports.  Thank you very much.

          20   A.  Thank you, my Lord.  Thank you, counsel.

          21   LORD MACLEAN:  Tomorrow, 10 o'clock.

          22   MR MACAULAY:  Yes, my Lord, Dr MacDonald is due to come

          23       tomorrow.

          24   (4.00 pm)

          25                 (The hearing was adjourned until
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           1             Wednesday, 7 December 2011 at 10.00 am)
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