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Unexplained haematuria

May be due to slowly progressive glomerular disease

Asymptomatic microscopic haematuria is common. The often
quoted prevalence of 2-:5% in community based studies is
based on middle aged men undergoing private health assess-
ment,' and detection rates may be much higher in older
people—up to 22% in the over 60s.’ Increasing numbers of
cases are being detected in screening programmes using
dipstick urine testing, but many of these abnormal dipstick
test results are regarded as inconsequential by both hospital
doctors® and general practitioners.' Are they right to regard
them so and what then is the point of screening for haematuria
in asymptomatic people?

Doctors tend to disregard the results of reagent strip tests
when microscopy fails to confirm haematuria,* yet dipstick
testing may be more accurate than the urine microscopy
performed in many hospital laboratories. The Addis count,
based on assessing erythrocyte excretion over 12 hours,’ has
been superseded by measuring excretion rates in urine
collected over a limited time or cell counts per unit volume in
fresh, spot urine specimens using a counting chamber®’;
phase contrast illumination and supravital stains may be used
to enhance the accuracy of microscopy.” Most routine labora-
tory services are, however, reporting results as cells per high
power field using a slide and coverslip preparation with simple
bright field microscopy; these methods often fail to detect
important urinary abnormalities, correlating poorly with
counting chamber results.® Reagent strip analysis for
haematuria is practicable and reliable, with sensitivities of 91-
100%?* and specificities greater than 98% when phase contrast
microscopy is used as the reference standard.”® Moreover,
dipstick haematuria correlates closely with underlying disease,
even in the presence of normal findings on microscopy.?'* "

The prevalence of underlying disease and our ability to
influence its cause determine the potential value of any
screening programme. The arguments in favour of screening
for haematuria are strong in the elderly (in whom urological
malignancies are particularly common?") but less clear in
younger adults. Woolhandler et al concluded from population
studies in young adults that a prevalence of serious treatable
disease of less than 2% in subjects with isolated haematuria
was too low to justify unselective urinary screening,® but we
do not know the long term outcome in the many people with
apparently less serious, but largely undefined disease. This
is particularly relevant given the underrepresentation of
glomerular disease in the published reports on the subject.
These are largely weighted towards urological conditions and
hence biased towards short term outcome measures more
appropriate to assessing neoplastic urothelial disease.
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What is of concern in younger adults (in whom urological
malignancy is uncommon®) is the slowly progressive decline
in renal function that may occur in glomerular diseases
presenting with asymptomatic haematuria, evenin the absence
of significant proteinuria or hypertension.'? The only study in
which a population screened for microscopic haematuria was
systematically subjected to renal biopsy, conducted in young
Asian military recruits aged 17-25, identified glomerular
disease in 54% of index patients.” Berger’s disease, or IgA
nephropathy, is probably the single commonest underlying
histopathological diagnosis,' '“'* and end stage renal failure is
estimated to occur in 16-34% of patients with this condition
within 20 years of initial presentation.”” Furthermore, now
that thin membrane nephropathy has been described as an
important cause of asymptomatic haematuria in adults” even
higher rates of glomerular disease may be found by more
precise morphometric assessment of renal histology."

Whether early diagnosis will improve outcome in these
patients is unknown, although control of hypertension and
dietary manipulation may well prolong renal survival in those
with progressive glomerular disease.” A definitive diagnosis
would also prevent unnecessary repeated urological investiga-
tions in patients with persistent unexplained urinary blood
loss."

The medical complications and costs of investigation may,
however, outweigh the benefits of early diagnosis. The
invasive urological assessment that is used in patients with
other clinical or laboratory markers of nephrourological
disease has been recommended for investigating adults with
asymptomatic and isolated urinary blood loss.* For those
whose haematuria remains unexplained after cystourethros-
copy and urography renal histology will provide a definitive
diagnosis in 70-100% of cases." '* * * Clearly, these procedures
have risks,® and many British nephrologists consider that
establishing a diagnosis by renal biopsy in this group of
patients may not be justified.”

An alternative low risk, cost effective evaluation is now
possible with newer techniques of urine analysis. A recent
study used variations in urinary erythrocyte morphology to
differentiate glomerular from non-glomerular sources of
urinary blood loss in 319 patients aged 10-90 with unexplained
haematuria detected on dipstick screening.? Non-glomerular
urinary red cell morphology was identified in 123 (39%)
patients by interference microscopy. Standard urological
assessment established a urothelial diagnosis in 104 (including
16 malignancies). The remaining 193 patients, who had
dysmorphic glomerular erythrocyturia, were spared invasive
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urological investigation and monitored uneventfully after a
non-invasive nephrological assessment. After a mean follow
up of 3-5 years only two had developed non-glomerular
haematuria after repeated urine microscopy, both of whom
were later found to have underlying urothelial disease.

Despite its initial promise this technique has not been
widely adopted in the United Kingdom,? probably because of
concern about interobserver variations in reporting micro-
scopy results.? Interest has instead been directed towards
using automated haematological analysers to assess urinary
erythrocyte morphology,** but the inaccuracy of this
technique at low red cell counts may limit its practical
application.” In our experience variations in reporting micro-
scopy findings may be reduced with a more precise classifi-
cation of urinary red cell variants (unpublished observations)
and the accuracy of automated analysers substantially
enhanced by using simple modifications.”

Over the next few years these newer techniques may well
achieve acceptable standards of accuracy and reproducibility
for routine use and, with the adoption of widespread urinary
screening by general practitioners, are likely to have an
impact on the practice of both nephrologists and urologists.
Until then further investigation of patients with asymptomatic
dipstick haematuria, even in the absence of confirmatory
microscopy or other markers of underlying disease, is
recommended. We also suggest a standard non-invasive
nephrological assessment and long term follow up to detect
potentially progressive renal disease in those patients with

urologically unexplained blood loss.
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First line treatment in hypertension

Sull B blockers and diuretics

The vigorous debate in the BMY¥ on first line treatment for
hypertension'? indicates the fragile nature of the agreed
recommendations of the British Hypertension Society.? I had
suspected at the time that the recommendations of the
working party, which I had the dubious privilege of chairing,
had all the durability of a peace settlement in Beirut, and so it
has proved as members of our working party pull out their
artillery. Nevertheless, I believe that the conclusions that we
reached still stand and are, indeed, if anything reinforced by
more recent evidence.

We concluded that diuretics and  blockers were still the
preferred first line treatment in patients with uncomplicated
hypertension. The reasons are straightforward. These drugs
have been shown beyond dispute to reduce the risk of stroke
in hypertensive patients. At the time our report was written a
pooled analysis of the large trials of treatment had suggested,
however, a disappointingly non-significant impact of treat-
ment on coronary artery disease.* A more recent analysis with
a slightly different mix of trials (and authors) concluded that
the incidence of myocardial infarction was reduced by
antihypertensive treatment, although the confidence intervals
of this analysis were so wide that the results were also
compatible with virtually no effect and complete reversal of
hypertensive risk.*
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We have no evidence from trials of the effect of the newer
classes of drugs—that is, the angiotensin converting enzyme
inhibitors, calcium antagonists, and o blockers—on either
strokes or heart attacks. There is a further consideration that
is of growing importance to us all. A year’s course of bendro-
fluazide costs £2-£4; for calcium antagonists or angiotensin
converting enzyme inhibitors the figure is £100-£200. Between
20% and 30% of the adult population are candidates for
lifelong antihypertensive treatment, and the new contractual
arrangements will inevitably encourage doctors to identify
more of these patients. The newer drugs may or may not be
better at reducing the risk from myocardial infarction. There
are no data to guide us. The indications are hardly propitious.
Trials of calcium antagonists after myocardial infarction,
justified by theoretical arguments, far from showing efficacy,
showed a slight worsening of prognosis.*

In the absence of clinical evidence the pharmaceutical
industry has promoted a series of scientific hypotheses which
predict that the newer drugs might be better at preventing
myocardial infarction. Thus we have been told that the
calcium antagonists reverse a specific abnormality of smooth
muscle calcium handling and that angiotensin converting
enzyme inhibitors correct angiotensin II receptor modulation,
cardiovascular structural remodelling, and (most recently)
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