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You? Urgent Need of Definitions and

Diagnostic Criteria
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The name ‘bullous pemphigoid’ (BP) itself is a pleo-
nasm as ‘pemphigoid’ is derived from Greek and means
‘form of a blister’ (pemphix, blister, and eidos, form).
Hence, from a purely etymological point of view, the ad-
jective ‘bullous’ should not be added to designate the blis-
tering in pemphigoid. Now, when can we make the diag-
nosis of ‘classic’ BP in our practice? Definitely, in all pa-
tients with a generalized pruriginous bullous eruption
affecting predominantly the inner parts of the limbs and
the trunk, in whom distinctive histopathological (that is
subepidermal blistering, eosinophil infiltration of the up-
per dermis and/or eosinophilic spongiosis) and immuno-
pathological findings (both positive direct immunofluo-
rescence, DIF, studies and detection of circulating auto-
antibodies directed against the target antigens of BP,
BP180 and BP230) can be demonstrated. However, what
about the multiple ‘non-bullous’ variants of BP described
under a variety of confusing terms [1, 2] like vesicular,
prurigo-like and nodular, dyshidrotic, non-bullous BP,
eczematous or erosive, erythrodermic, vegetans...? These
‘atypical’ variants, which most likely represent multiple
facets of the same disease, require a high degree of suspi-
cion to be diagnosed based on typical immunopatholog-
ical features [1, 2]. More importantly, at least in our expe-
rience, it is even conceivable that these ‘atypical’ variants
together represent the most frequent forms of presenta-

tions of BP compared to classic ‘bullous’ pemphigoid. In
this issue of Dermatology, Geiss Steiner et al. [3] report 3
elderly female patients with a long history of widespread
fibrinonecrotic ulcerations on the trunk and the limbs.
Unexpectedly, some immunopathological findings sug-
gested a diagnosis of BP. The problem arising is now to
know whether either isolated DIF studies or detection of
circulating autoantibodies are sufficient on their own to
classify these patients as having BP or not.

Most entities in dermatology are usually diagnosed on
the basis of their clinicopathological features, that is di-
agnosis relies on a typical clinical picture in combination
with a corresponding characteristic or, at least, compati-
ble histopathological image. In the area of autoimmune
bullous diseases (AIBDs) however, DIF microscopy stud-
ies together with indirect immunofluorescence (IIF)
studies and/or ELISAs are considered to be the ‘gold stan-
dard’ for diagnosis and classification. In this context, two
questions have to be addressed: first, what are the diag-
nostic criteria of BP, and, second, how reliable is the di-
agnosis of BP in case of atypical clinical presentations,
in which immunopathological findings are incomplete?
First of all, besides a consensus statement about both def-
initions of disease activity and therapy response in BP, we
also lack well-accepted diagnostic criteria for BP. In el-
derly patients with the classic generalized bullous erup-
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3,741 samples submitted
to the immunopathology
department over a
4-year period

202 patients with typical
BP DIF findings

14 patients excluded:
lack of follow-up

188 patients with
follow-up data

175 patients had
immunobullous disease

13 patients without
immunobullous disease
with a mean follow-up

period of 6 years

BP: 172
Acquired epidermolysis
bullosa: 2
Linear IgA dermatosis: 1*

Urticaria (2), prurigo (2),
psoriasis (1), lichen planus (2),
impetigo (1), mycosis fungoides (1)

Isolated pruritus: 4

Fig. 1. Final diagnosis in 188 patients with a typical DIF finding of BP (fine and linear fluorescence along the
dermal-epidermal junction with anti-IgG and/or anti-C3 antibodies) evaluated in Strasbourg, France. * The
patient with linear IgA dermatosis had also weak IgG deposition along the basement membrane.

tion, diagnosis is usually straightforward. In these pa-
tients, Vaillant et al. [4] and Joly et al. [5] have shown that
clinical criteria are also very useful for a proper diagnosis.
Indeed, when 3 of 4 distinct characteristics (absence of
atrophic scars, absence of head and neck involvement, ab-
sence of mucosal involvement and age greater than 70
years) are present in a patient with linear deposits of IgG
and/or C3 along the epidermal basement membrane by
DIF microscopy, the diagnosis of BP can be established
with a sensitivity of 90%, a specificity of 83% and a high
positive predictive value. In this context only, DIF mi-
croscopy is sufficient for a diagnosis of BP. However, what
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is the value of the detection of either linear deposits of
immunoreactants along the basement membrane zone or
of circulating autoantibodies in patients with eczema-
tous, urticarial, excoriated or ulcerated lesions without
obvious blistering such as in the patients described by
Geiss Steiner et al.? The clinical diagnostic criteria for BP
provided by Vaillant et al. [4] and Joly et al. [5] may be
applied to patients with positive DIF studies, although in
asmall percentage of cases (<10%?) the detection of linear
deposits of immunoreactants does not imply a diagnosis
of BP, but of other AIBDs, such as epidermolysis bullosa
acquisita anti-p200 pemphigoid. The diagnosis of BP can
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be of course supported by more detailed, time-consum-
ing and/or more expensive analyses such as DIF studies
performed on split skin, analysis of the specific staining
pattern (N- versus U-serrated pattern), by performing
fluorescence overlay microscopy studies, immunoelec-
tron microscopy studies and/or the characterization of
the specificity of circulating autoantibodies [1, 2]. These
studies would, more or less easily, allow to distinguish BP
from other AIBD entities.

We have recently reviewed all DIF studies with fine
and linear IgG and/or C3 deposits along the dermo-epi-
dermal junction submitted to our immunopathology de-
partment in Strasbourg over a 4-year period. Such find-
ings were found in 188 out of 3,471 patients’ samples sub-
mitted for analysis. We obtained clinical and laboratory
data from these patients, which are summarized in fig-
ure 1. Overall, the positive predictive value to diagnose
an AIBD in the presence of this typical DIF pattern was
93%. However, 13 of the 188 patients did not have any
evidence of and did not develop an AIBD after a mean
follow-up period of 6 years. Although this DIF pattern is
highly suggestive of an AIBD (not necessarily BP), itis not
an absolute proof. Hence, both clinical findings and over-
all context should be consistent with an AIBD for a defi-
nite diagnosis. The same reasoning now also applies to
the detection of circulating antibodies. Since autoanti-
bodies binding to proteins of the epidermal basement
membrane are detectable in healthy individuals as well as
in patients with a variety of pruritic skin disorders, what-
ever the method of screening (e.g. ITF studies, ELISAs or
Western blot) [1, 2, 6-9], the presence of a seroreactivity
should always be interpreted according to the clinical
context and the results of DIF studies (the only excep-
tion is gestational pemphigoid, in which strong positive
BP180 ELISA values may replace DIF studies [10]). In pa-
tients with atypical clinical findings, such as those re-
ported by Geiss Steiner et al. [3], in our view the presence
of circulating autoantibodies by either ELISA or IIF stud-
ies does not allow to make a diagnosis of BP if DIF mi-
croscopy studies are negative. Nevertheless, these cases
have at least the merit to remind us of the importance to
consider a non-bullous, ‘atypical’ variant of an AIBD in
elderly patients with chronic itchy skin disorders, even in
those in whom almost nothing else suggests this diagno-
sis a priori. In the absence of accepted criteria, it is up to
the clinician, and his ‘nosological sensitivity’, to decide if
an elderly patient with itch or prurigo, without bullae but
with a positive DIF finding, suffers or not from BP or an-
other AIBD. Finally, it is yet unclear which factors deter-
mine these ‘atypical’ modified presentations of BP (and
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other AIBDs). A number of individual variables, such as
age, co-morbidities, immunological and inflammatory
response genes and environmental factors (e.g. drug, tox-
in, infection) are likely to have a critical impact on the
final clinical phenotype of an AIBD. The situation is
probably similar to what can be observed in patients with
inherited epidermolysis bullosa carrying the same genet-
ic mutations but showing different phenotype severities
[11].

Finally, can we still talk about ‘bullous’ pemphigoid
in a patient without bullae? The naming of a disease in-
volves phenotypic description and knowledge about its
natural history, i.e. prognosis. We do have these pieces of
information in the case of typical BP, but not in that of
the atypical variants. Furthermore, the characteristic el-
ementary lesions of BP are erythema and bullae. There-
fore, until a working set of diagnostic criteria for a definite
and a probable diagnosis of BP is proposed, should we not
require the presence of at least 1 bulla to fulfil the pleo-
nastic designation of ‘bullous pemphigoid’? The current
efforts of an international group of experts and enthusi-
astic researchers in the field will hopefully provide mutu-
ally acceptable common definitions for pemphigoid to
facilitate future epidemiological studies and clinical tri-
als with the ultimate aim to provide better patient care.
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