
















Guidelines for the initial biopsy diagnosis of suspected chronic idiopathic IBD

In association with HIV infection, non-

specific colorectal changes have been described
in the absence of detection of any other, local,
infectious agent.45 The changes in the lamina
propria may include an increase in cellularity,
oedema or, rarely, a decrease in cellularity.77 80

Occasional damaged crypts and small crypt
abscesses may be seen. AIDS or other forms
of immunosuppression should provoke par-

ticularly careful search for features of infection
by Mycobacterium avium-intracellulare, CMV,
herpes simplex virus, cryptosporidia, and
amoebae, amongst others.55 5 8 A search for
amoebae should be made wherever surface
purulent material is seen.3. 82 83 Apoptosis has
been described in AIDS, particularly involving
bases of crypts." "

Microscopic colitis is a clinicopathological
syndrome defined by the presence ofhistological
inflammation in the absence of definite endo-
scopic or radiological abnormality; it often
presents as chronic watery diarrhoea."3 39 40 84

This category includes the relatively well-
defined groups of lymphocytic and collagenous
colitis but chronic idiopathic IBD (minimal
change colitis),85 autoimmune disease, GvHD,44
and drug-induced inflammation can present as

this syndrome. Microscopic colitis should be
regarded as an umbrella term for any colitis in
which there is histological, but no colonoscopic,
abnormality and, to avoid confusion, should be
qualified-for example, microscopic colitis of
collagenous, lymphocytic or other specified
type.86

Many drugs including NSAIDs, gold, peni-
cillamine, and antibiotics can lead to inflam-
matory changes of the large bowel
mucosa.42 43 59 70 88

Reaching an opinion on diagnosis and
writing a report
A reporting proforma or checklist is shown
which can be useful for collecting, grading and
recording relevant information (fig 5). This
could be used as an alternative to the usual
descriptive type of histopathology report. The
model suggested is relevant to single biopsy
specimens but modification may be desirable
for recording information from multiple
colonoscopic specimens. After full assessment
of the biopsy specimen, the pathologist should
be able to place the specimen in a histopatho-
logical category (table 2), although final
diagnosis requires both clinical and pathologi-
cal information. If a descriptive report is given,
this should be concluded with the relevant cat-
egory.

Confirming microscopic as well as macro-

scopic normality of the colorectal mucosa at
the initial investigation of active disease directs
further investigation away from ulcerative coli-
tis and infective type colitis towards functional
diarrhoea and irritable bowel syndrome, al-
though Crohn's disease cannot be excluded.
The term inflammation-unclassified is
used to indicate cases which show inflamma-
tion requiring further investigation but the fea-
tures are insufficient to indicate a specific
disease category. Chronic idiopathic IBD is
divided into ulcerative colitis type and

Table 2 Reporting system for colorectal biopsy specimens

Normal
Inflammation-unclassified
Chronic idiopathic IBD

* indeterminate
* ulcerative colitis typet
* Crohn's disease typet

Infective type colitis
Other colitis (specified)

tWith probability assessment: (highly) suggestive.

Crohn's disease type. It is suggested that the
category indeterminate is extended to those
cases in which it is not possible to make a dis-
tinction. This term is already applied to resec-
tion specimens in which a definite diagnosis
cannot be made, usually because of fulminant
acute disease with severe inflammation and
extensive deep ulceration.89
There is often diagnostic uncertainty about

either the presence of chronic idiopathic IBD,
or the distinction between ulcerative colitis and
Crohn's disease. For effective communication,
statement of the subjective grade of probability
attached to the diagnosis should be standard-
ised to avoid ambiguity from the use of multi-
ple terms. Suggestive is recommended when
the pathologist favours one diagnosis but is not
certain without clinical or other information.
The pathologist may wish to give a differential
diagnosis. Highly suggestive should be used
when typical features are present permitting a
definite histological opinion but full clinical
follow up and correlation are not possible. The
pathologist should point out the importance of
supplying appropriate clinical information to
his or her colleagues in these circumstances. A
final diagnosis can only be made with the full
clinical information and a biopsy specimen
should be reported as diagnostic only if full
supportive clinical information is available.

Histological activity of chronic idiopathic
IBD may be graded by severity of neutrophil
polymorph infiltration, of lamina propria cellu-
larity, of epithelial damage, and of architectural
abnormality. Single biopsy specimen changes
relate more closely to clinical activity in ulcera-
tive colitis than in Crohn's disease but current
grading schemes are not regarded as clinically
useful in routine practice, except for distal
proctosigmoiditis.

Conclusion
These guidelines have been produced to
encourage pathologists to use validated, accu-
rate and reproducible criteria for diagnosing
inflammation on the initial colorectal biopsy
specimen for suspected chronic idiopathic
IBD. Protocols have been developed for
recording relevant microscopic features and
clinical information. The guidelines recom-
mend reporting conclusions in standard, clini-
cally relevant categories which state the level of
subjective, diagnostic uncertainty. This ad-
dresses general criticism of the variable use and
ambiguous interpretation of terms expressing
uncertainty in histopathology reports.90
The literature review and critical appraisal

have shown that many histological features
used conventionally in interpreting colorectal
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inflammation are neither reproducible nor dis-
criminatory for important clinical decisions.
The major phenotypes of the common types of
chronic idiopathic IBD, Crohn's disease and
ulcerative colitis in mucosal biopsy specimens
are defined by the extent and distribution of

mucosal architectural abnormality and of
lamina propria cellularity. Polymorph infiltra-
tion is common to both and very variable.
Mucin depletion is specific for ulcerative colitis
only if severe. Well-formed epithelioid granulo-
mas are specific but insensitive for Crohn's dis-

Diagnostic
category

Figure 5 Reporting profornia for colorectal biopsy specimens.
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Guidelines for the initial biopsy diagnosis ofsuspected chronic idiopathic IBD

ease. Discontinuous inflammation and focal
cryptitis are regarded by experts as important
discriminating features of Crohn's disease but
have not been validated by precise diagnostic
research. These conclusions and the evidence-
based standards derived permit more accurate
definition and consistent classification of dis-
ease phenotype and histological activity for
genetic and molecular studies.9'
Very few of the primary pathology publica-

tions reviewed met the stringent standards of
clinical epidemiological design for studies of
diagnosis recommended by the Evidence-
Based Medicine Working Party and used in
meta-analysis.8 The poor evaluation of his-
topathological diagnosis was no different to
that reported for diagnostic tests in general.92
Few of the pathological publications reviewed
reported reproducibility or accuracy; most
studies are case series which are often small
and represent individual, specialist and selec-
tive practice. Much diagnostic information was
presented in review or textbook format by
authorities without supporting data or formal
analysis. Serious limitations apply particularly
to evidence on the optimal use of multiple
colonoscopic and sequential biopsy specimens
and to some less common colitides.
The systematic review was supplemented

through detailed discussion by an expert
consensus panel at several meetings to identify
further evidence, develop criteria and recom-
mend their application. The draft guidelines
were then submitted to a second round of
external review by independent experts whose
comments were incorporated when supported
by evidence. Formal evaluation of the guide-
lines and protocols in practice is being
undertaken and it is planned that this will lead
to further revision and development. The
multi-stage cycle of development corresponds
closely to that adopted by Browman et al."3 The
"checklist" protocol for microscopy is in line
with proposals for general use of such aids to
accurate and complete reporting.94 "9 The
checklist also provides the basis for a formal
decision support system, for access through
information technology to additional diagnos-
tic information and for generating template
reports. It incorporates grading of individual
changes by analogue and categorical scales.
This provides a flexible mechanism for record-
ing histological activity of inflammation and
severity of other changes in multiple dimen-
sions which can be used to develop indices for
specific clinical purposes.
The guidelines were prepared on behalf of

the British Society of Gastroenterology for
routine practice and their use as a European
standard is under discussion.96 The guidelines
form the first stage in developing a systematic,
evidence-based approach to the use and
interpretation of biopsy specimens in chronic
idiopathic IBD and indicate a need for high
quality clinical research to apply a stringent
approach where practice is based largely on
"oral tradition".97. The evidence-based ap-
proach offers much to develop the clinical
effectiveness ofhistopathology in diagnosis and
prognosis in gastroenterology and elsewhere

through focus on the clinical setting, problems
and outcomes, and on accuracy and
reproducibility. Guidelines, checklists and tem-
plate reports are an appropriate way of
applying this approach and improving commu-
nication through standardisation of the textual
report. With information technology to ease
implementation, these approaches can sup-
port, improve and standardise expert but
subjective, pathological diagnosis.
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