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ACP Broadsheet No 145-Investigation
ofpatients with autoimmune haemolytic
anaemia and provision ofblood for trans-
fusion

It is unfortunate that this ACP Broadsheet,'
published with the full authority of the
Association of Clinical Pathologists, neither
reflects best practice, nor provides hospital
blood banks with a workable protocol for
investigating a patient with suspected auto-
immune haemolytic anaemia. It is merely an

account of the various techniques available
for investigating a positive direct antiglobulin
test (DAT), irrespective of the medical his-
tory, which would lead a clinician to suspect
a warm or cold autoimmune haemolytic an-

aemia, and whether active haemolysis is pres-
ent or not. There is no discussion about the
clinical value of each test, or how the series of
investigations described should be prioritised.
Neither is guidance provided regarding which
tests should be undertaken by hospital labora-
tories and at what point samples should be
sent to a reference laboratory. The Broadsheet
is based on the procedures used at one par-
ticular Blood Transfusion Centre and reflects
local practices and individual prejudices.

Worryingly, there are numerous errors and
misconceptions. For instance, the paper refers
to genotyping, where it should state pheno-
typing; polyspecific AHG reagents need only
contain anti-IgG and anti-C3, as defined by
both UK and ISBT guidelines and the pres-
ence of other specificities, such as anti-IgM,
is not mandatory. The abbreviation "LISS"
only refers to the Moore and Mollison for-
mula for low ionic strength solution which is
not the reagent recommended for use with
the Diamed gel direct antiglobulin test cards.
The recommended solution for the gel test is
a low ionic diluent supplied by the manu-

facturers, which is not LISS; the two cannot
be used interchangeably. Some of the de-
scribed serological techniques are obsolete
and in general do not follow those re-

commended in current BCSH guidelines for
hospital blood banks, etc, etc.

This complicated series of expensive tests,
supposedly devised to investigate patients with
autoimmune haemolytic anaemia, seems to be
totally divorced from the reality ofthe internal
market and meaningful patient care. For in-
stance, there is no clinical value in performing
red cell eluates, except where the patient has
recently been transfused. On the other hand,
the importance of excluding underlying red
cell alloantibodies, which may be masked by
autoantibodies, in the case ofpatients who are

likely to need blood transfusion is not stressed.
Furthermore, clinicians should bemade aware

that the allogeneic stimulus of blood trans-
fusions sometimes exacerbates the auto-
immune process and may also lead to the
development of alloantibodies. For this
reason, blood transfusion should be given only
when there is a very strong indication.

Unfortunately an opportunity to provide
much needed clear guidance to hospital
laboratories for the investigation of a com-
monly encountered problem has been lost.
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Drs Sokol, Booker and Stamps comment:
We read with interest the comments made by
Dr de Silva and colleagues on our Broadsheet,
but as it is based on over 30 years experience
ofautoimmune haemolytic anaemia we stand
by our views. It is helpful to have the thoughts
of experienced colleagues as we can all learn
from each other. The purpose of the Broad-
sheet was to make hospital blood banks aware
of the range of investigations currently avail-
able and to help them overcome commonly
encountered serological problems; it was
never our intention to dictate to them which
tests to carry out; the algorithm clearly shows
which tests are considered more appropriate
for specialist centres.
We are fully aware ofthe various transfusion

serology guidelines and regard them as valu-
able indicators of minimum standards. The
term "broad spectrum" was chosen so that
we could recommend a screening reagent for
direct antiglobulin testing which contained
an anti-IgA component (anti-IgM was not
mentioned in this context). In the Guidelines
for the Blood Transfusion Service (HMSO,
1994), "LISS" refers to a low ionic strength
solution defined by pH, conductivity and os-
molality; there is no mention of a particular
formula; also, the abbreviation "LISS" is
printed on the label of the Diamed diluent
bottle. We would agree that the term pheno-
typing would probably have been more ap-
propriate, and that whilst some techniques
may be used infrequently, none can be con-
sidered obsolete.

In our experience, clinicians are fully aware
ofthe potential antigenic stimulus ofblood and
only transfuse when necessary; the idea that
patients with autoimmune haemolytic anaemia
should be given blood only in the last resort
is a myth. The importance of detecting allo-
antibodies in the presence of autoantibodies
and the methods for doing so are well covered
in 10 paragraphs in the Broadsheet.
Our major disagreement with the views of

Dr de Silva and colleagues is in the value of
red cell eluates. We feel that studies on eluates
are extremely important in order to provide
meaningful clinical information; as clearly
stated in the Broadsheet, it is wrong to assume
that a positive direct antiglobulin test is solely
due to autoantibodies or a delayed transfusion
reaction. We need to be able to recognise
the many patients who have an autoimmune
haemolytic component within a very complex
clinical situation, as well as investigating those
suffering from frank idiopathic autoimmune
haemolytic anaemia.
With regard to the internal market ofwhich

we are all acutely aware nowadays, the pro-
cedures described in the Broadsheet are ex-
tremely cost-effective, as well as keeping open
the path of intellectual and scientific progress
which results in a better service to patients.

Macroscopic examination of prostatic
specimens

The recent ACP Broadsheet by Harnden and
Parkinson' is timely and welcome. It does,
however, contain a small contradiction which
I think should be corrected.

The authors rightly stress the importance
of staging prostatic cancer and the evidence
that, in TURP specimens, the area fraction
of tumour or the proportion of chips which
contain tumour provides valuable prognostic
information. Later, however, they give the
advice, carried over from the days before the
importance of tumour volume was re-
cognised, that ". . . any white or yellow frag-
ments (which may prove to be tumour) are
included in the cassettes". This contravenes
the basic requirement for a quantitative tech-
nique such as assessing tumour volume-that
is, that sampling must be at random. Fur-
thermore, the extent to which the quantitation
is degraded will be unknown, as the path-
ologist cannot know how accurately malig-
nant chips have been identified. This problem
may be reduced by the large volumes of tissue
which the authors recommend should be pro-
cessed, but this advice is unlikely to be fol-
lowed to the letter in most hard-pressed
district general hospital laboratories.
We should be clear about what we are

trying to achieve. The ideal is to process a
large sample, taken at random. We will then
detect small tumours, and we will know what
proportion of the sample they occupy. We
will, however, expend a lot oftime and money.
An alternative, which is in widespread use

where finances are constrained and workloads
are high, is to take a smaller sample but
attempt to include any "suspicious" frag-
ments. This risks missing low volume tu-
mours which are not macroscopically
obvious, and it should be recognised that
it completely invalidates any assessment of
tumour bulk.
My own preference attempts to get the best

ofboth worlds. I first take at random a sample
which is as large as I think reasonable given
the patient's age, clinical suspicion, etc. If
there remain any fragments which look sus-
picious, I then put these into a cassette which
is identified separately, and which I know
cannot be used for assessment of tumour
volume. Do the authors think this an ac-
ceptable variation?
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Drs Harnden and Parkinson comment:
We thank Dr Furness for his thoughtful cri-
ticism of the recent Broadsheet and do not
dispute his assertions concerning the math-
ematical theory of volume measurement. We
look forward to seeing the details of the ran-
dom sampling method, the results and the
costings of the approach he suggests.

In the Broadsheet, when referring to those
cases where only a proportion ofthe specimen
would be processed, the term "sampling" was
intentionally used in contrast to "random
sampling", although we should perhaps have
stressed this in our discussions.
The mathematical model to apply to the

sampling of prostatic chips is complex be-
cause we are dealing with a specimen which
itself is a sample already influenced by the
variability of the clinical situation and the
constraints of the operative procedure. We
are aware that to randomise the selection of
chips in the laboratory, we would need to
introduce a validated mathematical tech-
nique, such as a grid labelled with random
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