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Clinicopathologic Dissociation in Dermat[onc]ology – and Beyond 
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Abstract: The concept of clinicopathologic dissociation is a neglected one in medicine. It refers to the unexpected, 
complete absence of concordance between the clinical picture and the underlying histopathologic finding. The 
recognition of such a phenomenon generally implies radically different treatment and follow-up choices. A rare 
phenomenon, it can however be encountered, especially in the field of dermatoncology and dermatology at large. It 
should be kept separate from clinicopathologic discordance or discrepancy, the term used by surgical pathologists to 
indicate the lack of expected molecular markers or to the presence of unexpected ones in the face of a given 
morphological diagnosis, albeit overlaps occur. More generally, the concept of clinicopathologic dissociation can be 
applied when a given clinical manifestation appears completely unrelated to the underlying objectively tracked primary 
disease. Examples are provided, and educational, ethical and medicolegal implications are briefly discussed. 
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INTRODUCTION 

A quarter century ago, the author visited a patient 
complaining of a plaque lesion of the forehead – an 
unusual site, but the clinical aspect was that of 
dyskératose lenticulaire en disque [1], quite typical for 
Bowen’s disease. A biopsy was performed. The 
physician was quite confident of his clinical diagnosis, 
but was astonished by the pathologist’s report, that 
spoke of granulomatous rosacea. The patient was 
happy (his “tumour” cleared after a 3-month course of 
oral tetracycline and topical metronidazole), your 
author, too – on a human level, of course: less on the 
intellectual one! The pathologist was qualified and 
reliable, slides were reviewed, identification errors [2] 
were excluded, the case was collegially discussed… 
No way: the clinical aspect and the histological picture 
did not match. How could it happen that an 
inflammatory condition mimicked a typical carcinoma in 
situ so strictly, so defiantly? Thus started the author’s 
interest in this puzzling, yet neglected, or even plainly 
unrecognised phenomenon. 

THE PROBLEM: “DISCREPANCIES”, “INCONSIS-
TENCIES”, “MIMICKERS”, & CO. 

The terms “clinicopathologic discordance/ 
discrepancy/ inconsistency” are widely and rather 
loosely used, especially by surgical pathologists. 
Mostly, they refer to the lack of expected molecular 
markers or to the presence of unexpected ones in the 
face of a given morphological diagnosis, with special 
reference to differentiative and histogenetic processes. 
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This can be the case, for example, of the divergent 
expression of MUC glycoproteins and the putative 
CDX-2 tumour suppressor in Barrett oesophagus 
samples featuring microscopical aspects of dysplasia 
and intramucosal carcinoma [3]. Instead, to the best of 
author’s knowledge, the term “clinicopathological 
dissociation” (an alternative could be “clinicopathologic 
decoupling”) is underrepresented in medical literature. 
Accordingly and provocatively, the author decided to 
include the term in the list of the key words of this 
paper. It could be defined as the unexpected, complete 
absence of concordance between the clinical picture 
and the underlying histopathologic finding. The 
recognition of such a phenomenon generally implies 
radically different treatment and follow-up choices. By 
“unexpected” it is meant that the definite diagnosis 
generally belongs to a quite unrelated differential-
diagnostic cluster (exceptions admitted, of course! See 
below). An element of absolute surprise is inherent in 
the definition: an example could be a congenital 
smooth muscle hamartoma clinically presenting as a 
vascular lesion, a finding labelled with the usual, yet 
vague (see above) term of “clinicopathologic 
discordance” by the scholars who have described it [4]. 
These authors use the term only in the title, and it turns 
out as implicitly amenable to attributes such as 
“clinically mimicking” or “masquerading” elsewhere in 
the title and in the body of the paper. An explicit 
definition lacks. 

As to the quoted, obliged “surprise effect”, the shift 
to an unrelated differential-diagnostic cluster should be 
virtually mandatory, but we are in the realm of 
exceptionality, and exceptions rule. For instance, apart 
from most atypical cases (which exist!), the concept of 
clinicopathologic dissociation does not generally apply 
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to seborrheic keratosis-like melanoma, which, albeit 
rare, is recognized and sufficiently codified in the 
current nosography [5]. Both entities belong to the 
same differential-diagnostic cluster, namely, focal 
pigmented lesions (a cluster which includes also 
pigmented pagetoid basal cell carcinoma versus 
pigmented Bowen’s disease; or extended solar lentigo 
versus lentigo maligna), and the very fact a lesion 
underwent reflectance confocal microscopy and/or 
excision implies that there was something wrong in that 
“seborrheic keratosis” at a clinical-dermoscopic level. 
However, beyond these unclear lesions, sporadic 
residual ones exist, which display genuine 
clinicopathologic dissociation in this setting. In the 
author’s experience, this is especially true of 
traumatized lesions, which can resemble trivial 
seborrheic keratosis (focal residual islands) to an 
extent precluding the appreciation of clinical and 
dermoscopic clues of melanoma. The case for 
melanoma mimicking plantar wart is akin [6]. 

Other examples of clinicopathologic dissociation in 
dermatoncology are the prodromic, treacherous 
ecchymotic phase of angiosarcoma (which, when full-
blown, is nodular-ulcerative); synovial mycosis 
fungoides presenting as rheumatoid arthritis [7]; and 
the so called “invisible dermatoses”. This term is 
unfortunately ambiguous, being used in two different 
senses: clinically relevant skin lesions that lack evident, 
unless painstakingly searched, histologic correlates [8]; 
and skin diseases without clinically evident lesions but 
showing histologic changes of specific nature: this is 
especially the case of occult mycosis fungoides [9] and 
mastocytosis [10]. The second connotation of the term 
is of interest for us. However, we have to admit that this 
clinicopathologic dissociation is not absolute, in that 
these patients complain of itch, which focuses the 
attention of the diagnostician. The criteria of chronicity, 
evolutivity, and resistance to symptomatic treatments 
are the best indices of suspicion. 

The field of skin lymphoproliferative and histiocytic 
lesions allows less and less room to the concept of 
clinicopathological dissociation. Experts are 
accustomed to the “surprise effect” (T-cell reactive 
infiltrate accompanying B-cell leukemia cutis clinically 
mimicking mycosis fungoides [11]; polyclonal S100 
positivity with CD1a negativity in progressive nodular 
histiocytosis [12], aberrant phenotype transition, etc.). 
At the end of the day, they operate in the sphere of a 
fixed, highly characterized, however variegated 
differential-diagnostic cluster. To tell the truth, the vast 
majority of the discrepancies they encounter is 

amenable to the concept of clinicopathologic 
discordance in the sense of surgical pathologists (see 
above) 

In general, it would be the microscopic diagnosis 
(the surprise!) to prevail and indicate the correct 
prognostic and therapeutic path, but the reverse can be 
true. A report about gastrointestinal reflux disease 
disguising as eosinophilic esophagitis [13] is 
interesting, not only because it is the only example of 
the use of the term “clinicopathologic dissociation” in 
the literature. Rather, it is a proof of concept that in 
clinicopathologic dissociation not necessarily the 
histopathologic finding dictates the definitive diagnosis. 
Indeed, in the described cases the response to proton-
pump inhibitors evidenced that the clinical diagnosis 
was the right one, and prevailed over the microscopic 
correlate. However, this statement is better suitable to 
the domain of inflammatory and dysfunctional 
conditions, rather than of oncologic ones, where 
histopathology has generally the final say.  

In the absence of appreciable, definite lesions, the 
problem is different when the inconsistency does not 
depend on imitation, rather on an apparently complete 
lack of correlation: a typical case is pancreatic cancer 
presenting as acute depression [14], a time-honoured 
[15], yet often unrecognised association. Here the 
clinicopathologic incoherence seems absolute, and the 
link between the two conditions is putatively 
biochemical (depressing effect of cancer-derived 
kynurenine? [16]). Biochemical processes always 
precede morphologic manifestations, and represent the 
invisible bridge connecting apparently unrelated clinical 
and histological findings. From this viewpoint, most 
paraneoplastic syndromes should be regarded as 
examples of clinicopathologic dissociation – until they 
are recognised and nosographically codified, at least, 
because many of them do display a specific intrinsic 
histopathologic correlate, which reveals the link to the 
underlying neoplasia. Note that this concept implies the 
recognition of a specific clinical picture which cannot be 
related to the anatomopathological structure of the 
underlying primary noxa (otherwise, we could label as 
cases of clinicopathologic dissociation all cases – say – 
of fever of unknown origin: en voulant embrasser tout, 
on embrasse trop). A similar case is that of swan-neck 
joint deformity of the hands consequent to Parkinson’s 
disease and imitating rheumatoid arthritis [17]. It was 
described in 1864, but its pathogenesis remains 
unknown. 

Obviously, the clinicopathologic dissociation 
concept does not apply to misdiagnosis and diagnostic 
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traps, such as leprosy for dermatologists practising 
outside endemic areas [18]; ichthyosform sarcoidosis; 
psoriasiform or lichenoid secondary syphilis... Terms 
such as “mimickers”, “masquerading” or “disguising as” 
should be probably reserved to these contexts. 
Notwithstanding, one could glimpse a continuous 
spectrum between the two extremes represented by 
plain misdiagnosis and genuine clinicopathologic 
dissociation. An alternative key to understanding this 
spectrum is as follows: when a mimicker is perceived 
as such because of plainly subjective reasons 
(premature closure bias, inexperience, or lack of 
knowledge) we are on the far end of the spectrum 
corresponding to misdiagnosis (e.g., pagetoid basal 
cell carcinoma mistaken for nummular eczema or 
herald patch of pityriasis rosea); when the intrinsic 
structure of the mimicker is objectively misleading, we 
are on the opposite side of the spectrum, that 
corresponds to clinicopathologic dissociation. A thorny 
item in this sense is represented by melanoma 
incognito, to wit, a lesion which displays the histological 
pattern of melanoma, but appears quite unspecific 
clinically, resembling a pimple or an insect bite [19]. 
This topic has already been tackled by the author. 
Elsewhere [20] he has implicitly highlighted the risk 
inherent in the wild application of the concept of 
clinicopathologic dissociation in the setting of extensive 
mass surveillance aimed at the early diagnosis of a 
specific kind of neoplasia. It must be underscored that 
clinicopathologic dissociation is an exceptional 
phenomenon, and that the unfounded assumption it 
could frequently underlie any trivial lesion could lead to 
the explosion of oversized invasive medical checks in 
the frame of defensive medicine (clinicopathologic 
dissociation becoming a synonym for “widespread 
malpractice related to a peculiar variant of 
misdiagnosis”), or even of deliberate purpose of 
inappropriate extension of not validated screening or 
surgical procedures for commercial reasons. The same 
applies to unspecific macular and papular lesions of the 
face. It is true that retrospective analysis based on 
reflectance confocal microscopy demonstrated that 
some of these lesions were “invisible basal cell 
carcinomas” [21], but it is also true that 
clinicopathological dissociation cannot be 
precautionally invoked or suspected in all of these 
cases. The criterion of evolution must be considered 
(see above, about the invisible dermatoses; and below, 
“rule of thumb”), unless we are keen on founding a 
highly questionable industry base on mass confocal 
microscopy screenings of pinpoint Miescher’s naevi 
and closed comedones! 

BACK TO INTRODUCTION - REVISITED 

In the current dermatologic environment, a typical 
trick of the trade of congress or CME course keynote 
speakers is to produce a banal-looking lesion and, after 
an excruciating dermoscopic tour-de-force, to terrify the 
audience with a surprising histologic diagnosis of a 
"what-a-good-chap-I-am: it was melanoma": a well 
concocted example of “dermoscopy-patologic 
dissociation”! The correct approach would be to 
produce concurrently several pictures of banal-looking 
lesions occurring in the same kind of "high risk patients 
with multiple naevi", to explain why attention was 
focused on the excised lesion, and why the others were 
not cut away - or frankly tell how many others were or 
had been! Instead, the “experts” retrospectively choose 
the frightening banal-looking case among the results of 
several biopsied benign lesions. These exercises are 
tricky: it turns out easy to impute the "correct" diagnosis 
ex post to nearly invisible dermoscopic features. The 
author does not want to follow such examples of 
malice, but, in retrospect, would like to try an 
explanation of his historical case. Is it truly paradoxical 
that granulomatous rosacea can display a clinical 
pattern of apparent Bowen’s disease? Paul Gerson 
Unna, the founder of modern dermatopathology, 
warned: evaluate the histological picture with a 
clinically trained eye – and evaluate the clinical picture 
with a microscopically trained eye [22]. Could the 
author have applied this recommendation to reach the 
correct diagnosis? The clinical diagnosis of Bowen’s 
disease is not always straightforward. The differential 
includes – among others – verrucous tuberculosis and 
tertiary syphilis [1]: coincidentally, two granulomatous 
diseases! It must be recalled that, in the age of 
flourishing tuberculosis, several disease patterns now 
considered as variants of rosacea were considered as 
expressions of underlying TB: this is the case of lupus 
miliaris disseminatus faciei and of rosaceiform 
tuberculides of Lewandowsky. As a matter of principle, 
it is conceivable that confluent lesions of 
granulomatous rosacea confined in a possibly 
traumatized seborrheic area (forehead) could produce 
a polycyclic pattern covered by a fleeting irregular layer 
of unspecific desquamation, thus deceiving the 
diagnostician’s eye. In contrast to the claims of vain 
dermoscopists and other false diagnosticians who 
affirm they had clinically recognised that lesion 
whereas they were already aware of the pathologist’s 
report, the author dares to absolve himself. It would 
have been unfair to demand a resolutive a priori 
application of Unna’s rule. Notwithstanding, a 
retrospective reconsideration of the case tells us that 
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“clinicopathologic dissociation” could be an apparent 
phenomenon, only related to the limitations of the 
codified nosographic and morphologic models we apply 
in our daily practice. Nevertheless, real-world diseases 
don’t read medical textbooks, which often simply repeat 
the information printed in previously published ones, 
[23], and can baffle the updated knowledge we boast 
about. From this viewpoint, the concept of 
“clinicopathologic dissociation” could go hand in hand 
with that of pathomorphosis, the progressive variation 
in the clinical and anatomical expression of a disease, 
as well as of its morbidity and mortality, induced by 
local, therapeutic, social and historical factors – but 
we’ll reserve this topic for another essay! 

A CAVEAT TO CONCLUDE  

Most cases of “mimickers” with absolute 
clinicopathologic inconsistency remain isolated 
curiosities. Apart from few recurrent, codified cases, 
duplicates of such odd observations are exceptional. 
Thus, the significance of such reports remains limited 
as to their practical importance, yet the study of these 
cases acts as an unvaluable educational warning. 
Overconfident clinicians are often blamed for acting 
hastily. “Next time, it could be the morgue” turns out as 
a logical consequence of such an attitude that easily 
misses the diagnosis of dangerous diseases presenting 
in atypical forms. This does not mean that physicians, 
especially young ones, are to be pushed to become 
hesitant to give their diagnostic judgement – far from it! 
A useful rule of thumb follows: most atypical cases of 
progressive diseases are doomed to qualify if 
accurately and timely followed-up; monitor 
conservatively, but, in case of doubt, don’t hesitate to 
recur to aggressive work-up.  

The expectation from the society of “zero diagnostic 
error” and the “zero error standard” supported by the 
US and other judicial systems is unattainable for 
several obvious reasons [2]. Apart from procedural 
errors or even egregious diagnostic blunders, it is 
intrinsic to medicine the fact we try to reduce 
uncertainty, but that we cannot get it to zero. [24] The 
concept of clinicopathologic dissociation is an awkward 
one, and surely sounds incomprehensible to the public 
and suspect to jurists and medicolegal experts. What 
would have happened if the anecdotal case of the 
author had presented in reversed terms (genuine 
Bowen’s disease disguising as rosacea 
granulomatosa)? That’s why the author expresses his 
hope the recognition of such a concept will be taken in 
due account as an exceptional, yet inescapable 

contribution to this state of things, which stems from a 
simple fact: our knowledge of medicine, no matter how 
advanced, will remain always limited, as our human 
nature is. It is reiterated: “exceptional”, according to our 
daily experience as practising physicians and to 
common sense. In an age of overeager patients, 
browsing the Internet in order to find implausible 
“causes” of their discomfort, the fear that 
clinicopathologic dissociation could underlie every 
trivial dermatologic (but not only) complaint, could 
overburden medical care systems, encourage unethical 
practices, and ultimately do harm to the patients 
themselves.  
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