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Making the best of the “long case”

There is no fundamental difference between a clinical test
in clinical medicine and an educational test for
assessment of competence. Both need to be proved
effective in their prediction of outcome. Whereas
sensitivity and specificity are used as quality indicators in
clinical research, reliability and validity are used in
educational testing. Reliability reflects the accuracy of the
scores obtained with the assessment; validity refers to the
extent a test measures what it was intended to measure.

The “long case” is used to assess candidates’ clinical
competence in the UK, Ireland, and elsewhere because of
validity arguments. Its strength is that it requires the
judgment of candidates carrying out real-life clinical tasks.
The professional authenticity of the long case and the
direct contact between the examiner and the candidate
make this examination better than many other assessment
instruments. Its weakness is its unreliability. Reliability is
usually linked to the objectiveness of the judgment—in
this instance, the extent of agreement among examiners in
the long case. Although examiner disagreement in most
oral examinations tends to be quite poor,' it is not the
most profound influence on reliability. Numerous
empirical studies have shown that candidate performance
is highly variable across different situations, because
performance depends on the specific content or
characteristics of the situation.”* We intuitively believe
that when we have measured someone’s competence with
one patient we can predict how competent that person
will be with another patient. Unfortunately, this
prediction tends to be poor, and it is this factor tha. leads
to serious unreliability. In other words, two long cases in
the assessment usually disagree substantially more than
two examiners will. This makes the outcome of the
examination highly dependent on the “luck of the draw”.

To remedy this problem it is necessary to increase the
sample size of cases in the assessment as we would do for
the number of examiners. Gleeson® has lately suggested
that reliability will also be improved if the number of
judgments within a case is increased. For this purpose he
has developed the objective structured long examination
record, or OSLER (figure). However, substantial
improvement can be achieved only through an increase in
the number of cases. The use of a single long case
inevitably leads to unreliable pass/fail decisions. With the
same number of examiners, the reliability of OSLER
would be improved by presenting the candidate with two
long cases, each with a different single examiner.¢ The
exact number of long cases required is not entirely clear,
since appropriate reliability studies have not been carried
out with long cases themselves.

There is one important aspect in which an educational
test differs from a clinical test—in the effect that the
measurement has on the person (or training programme)
being measured. Educational tests not only serve the
purpose of making pass/fail decisions but also provide the
necessary feedback for remedial action. Examinations
drive learning to a great extent; the examination
programme actually #s the curriculum for the student.
With a few exceptions,”® however, the driving force of
examinations has hardly been studied. This is the strength
of Gleeson’s study. Despite the (probably) poor reliability
of the long case, this study indicates that OSLER has a
profound effect on student learning in all areas of
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competence. Thus the educational value of OSLER is
strong despite other measurement weaknesses. Similarly,
the study indicates how valuable competence assessments
may be for the educational programme itself. In all areas
assessed, the performance of the candidates was poor—
probably, as Gleeson noted, because the teaching of
clinical skills is neglected in the undergraduate setting.

OSLER seems to be a powerful tool for providing
feedback and therefore has great potential to increase
clinical competence. This being so, we should continue to
study the long case as a decision tool. After all, we cannot
afford to take the wrong decisions in passing and failing
candidates. Moreover, the provision of the wrong
feedback, as a result of imprecision, may similarly not be
fair to students.
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Mastocytosis: for better and worse

Of all the endocrine and metabolic itches,’ mastocytosis is
the most logical, mysterious, and intimidating. Logical,
because it is no surprise that the release of excessive
amounts of histamine and other mast-cell mediators
should cause itching, flushing, diarrhoea, and a related
panoply of symptoms and signs.? Mysterious, because that
panoply can be so variable: to know mastocytosis is to
enter a stream of information that cuts across many fields.
Intimidating, because the diagnosis can be difficult to
make’, the course hard to predict,’ and the treatment
challenging.® Systemic forms can occur without obvious
cutaneous involvement, and cutaneous mastocytosis can
occur with or without systemic involvement, and even
without a rash.®’

Mastocytosis is one of those diseases that physicians fail
to think of when they should, or consider only to be
proven wrong: ten patients with recurrent unexplained
flushing referred to the National Institutes of Health over
a nine-year period, mostly with the diagnosis of
mastocytosis or idiopathic anaphylaxis, did not earn either
diagnosis after intensive evaluation.* Perhaps they had
idiopathic recalcitrant facial flushing syndrome.? But there
are caveats: histamine release may be intermittent.
Diagnostic tests for histamine, its metabolites, and other
mast-cell products such as tryptase™ are not yet always
readily available. Small wonder that the failure to
establish a diagnosis of mastocytosis leaves some of us
persistently uneasy with the idiopathic retreat. Think of
the possible fearful outcomes: gradual personality
changes; 20 years of episodic headache, flushing,
lacrimarion, hypotension, and syncope;! or 40 years of
mastocytotic diarrhoea without a diagnosis.”? And so-
called indolent mastocytosis can occasionally become
aggressive, as in mast-cell leukaemia. How occasional is
occasionally and how does one watch for it?

A Dutch group” with a longstanding interest in
mastocytosis and skilled in its chemical evaluation has
now followed 16 adult patients with indolent systemic
mastocytosis for a median 90 months (range 13-135).
Sequential measurements of urinary N'-methylhistamine
(MH) and N'-methylimidazoleacetic acid (MIMA) reveal
that adult-onset indolent mastocytosis is not always
progressive: chemical and clinical evidence of disease can
stay the same or decline substantially. None of the 16
developed a myeloproliferative disorder. In two patients,
both MH and MIMA excretion decreased, as did their
enlarged spleens. In several patients, the changes in MH
and MIMA were not concordant. Overall, assay of MH
seemed to be a better monitor of the course of indolent
mastocytosis than did MIMA, partly because of dietary
influences on MIMA concentrations. Until now, the
general opinion has been that most children with mast-
cell disease get better whereas most adults get worse. The
Dutch evidence that adult mastocytosis is not always

perhaps, for one
disconcerting implication. Those of us who took some
comfort in the notion that worsening over time would
ultimately help establish a diagnosis in unclear cases will
just have to worry that much longer.

progressive is welcome—except,
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From dendritic cells to tumour vaccines

One of the chemotherapist’s greatest successes has been
the treatment of the Iymphomas, yet low-grade
lymphomas, for all their chemosensitivity, remain
incurable. This continued dismal outlook has prompted
oncologists to look for other means of treatment.
Immunotherapy is attractive because B-cell lymphomas
carry on their surfaces a tumour-specific target. The
antibody-combining site of the surface immunoglobulin
has a unique molecular structure. This structure, when
seen as an antigen, is known as the idiotype. Monoclonal
antibodies directed against idiotypes have had some
success in treating low-grade lymphomas,’? but they are
cumbersome and expensive to produce and are unlikely to
become a serious treatment option. Active immunisation
with idiotypic vaccines overcomes many of the objections
to passive serotherapy, and in mice can suppress
lymphoma for the lifetime of the animal.® In patients, a
clinical trial of idiotypic vaccines successfully induced
anti-idiotypic immune responses in 20 of 34 cases and in
some instances led to tumour regression.*

Unfortunately, idiotype is a weak antigen, and the
tumour has already grown with the tolerance of the
patient’s immune system. Attempts to increase the
immunogenicity of vaccines have employed foreign carrier
proteins, adjuvants, cytokines, and genetically engineered
viruses.>” All these approaches seek to stimulate the
processing of antigen and the presentation of antigenic
peptides to T cells. Of all the dedicated antigen-
presenting cells, the bone-marrow-derived dendritic cell is
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