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Idiopathic pleural effusion is a topic for which, because of the 
different interpretations and different approaches in managing 
it, there is no clarity in the scientific literature.

Without claiming to solve the problem, let’s try to tackle 
this topic with the hope of shedding some light and, if  possi-
ble, even giving some advice!

The diagnostic path of the pleural effusion includes a com-
plete clinical evaluation of the patient with radiological tests, 
all the indicated laboratory blood tests, all possible investiga-
tions on the pleural fluid, and also the use of pleural biopsies, 
indispensable in many clinical pictures, as in about 25% of 
cases, the precise diagnosis can only be reached with pleural 
histology.

Medical Thoracoscopy is certainly the best method of 
obtaining biopsies on account of its high diagnostic yield and 
because it usually (in approximately 90%–95% of cases) allows 
us to successfully complete the diagnostic path. But, even after 
a careful and complete diagnostic process, a certain number of 
pleural effusions remain without a definite diagnosis. All of us 
have happened to be disappointed when a non-orientative his-
tological diagnosis arrived from Pathological Anatomy – from 
samples on which we had placed all our hopes for a definite 
diagnosis!

The histological diagnoses we receive in these situations are 
generic and not indicative: usually non-specific pleuritis, 
fibrinous pleuritis or pachypleuritis. It is like calling it ‘pleuri-
tis X’.

A histological diagnosis of ‘non-specific pleuritis/fibrosis’ 
(NSP) is defined if  the histology report of the pleural tissue 
revealed any of the following: reactive fibrous pleural thicken-
ing, fibrinous pleurisy, fibrosis, florid reactive change, fibrous 
connective tissue, chronic inflammation, benign change or 
dense fibrous tissue, in the absence of malignant pleural infil-
tration, granulomata, pleural vasculitis or evidence of bacte-
rial infection [1].

The diagnostic path of the 
pleural effusion must be 
complete!

We face a generic histo-
logical diagnosis of NSP or 
similar
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Therefore, although NSP is a detailed and precise defini-
tion, it only helps us to exclude, at least temporarily – as in 
some cases, the patient’s follow-up yields some surprises – neo-
plasms and TB, and is not indicative of other pathologies. In 
fact, non-specific pleuritis is common to many benign patholo-
gies (also in transudative effusions) [2], the diagnosis of which 
hinges not only on the histological data but also on a correct 
diagnostic approach taking into account the clinical context: 
in effusions associated with drugs or in those associated with 
connective tissue diseases, or in benign asbestosic effusions 
and in many other situations.

The incidence of NSP varies in the different experiences 
from 5% to 30% [2].

It is therefore essential, after completing the diagnostic 
process, to plan a careful follow-up of the patient, of varying 
duration in the different clinical experiences, but certainly not 
less than 1 year [3].

.  Table  14.1 shows some clinical experiences relating to 
patients for whom the histological diagnosis of NSP was made 
and who were followed up over time with follow-ups varying 
in duration [1, 3–8].

The most important datum that emerges from this table, 
and from other similar experiences published in the literature, 
is that in most of these patients during the follow-up (of differ-
ing duration) a diagnosis of benign effusion (of different 
causes) is made or the diagnosis is not reached, and therefore, 
the effusion is defined as ‘idiopathic’. But in a variable per-
centage, from 5% to 12.3%, the follow-up leads to the diagno-
sis of malignancy (mainly mesothelioma). The final diagnosis 
of idiopathic pleuritis was in a percentage of between 25% and 
80%.

NSP is a common diagnosis 
in many benign pathologies

In 5–12.3% of cases of NSP, 
at follow-up a diagnosis of 
malignancy emerges, in most 
cases of mesothelioma
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14.1  �When Can We Talk About Idiopathic 
Pleural Effusion?

Are NSP and idiopathic pleuritis the same? There is discrep-
ancy in the literature; for example, for Reuter [9] the two diag-
noses are considered the same. For some authors, the term 
‘idiopathic’ is arbitrarily attributed to a pleural effusion in 
which repeated cytological examinations of the pleural fluid 
are negative, for others when the definitive diagnosis is not 
reached even with pleural biopsies. We believe that the term 
‘idiopathic pleural effusion’ should be used only in cases in 
which, in addition to the negative pleural biopsies performed 
by medical thoracoscopy or VATS, an adequate follow-up has 
been undertaken and a definite diagnosis has not been reached; 
in reality, therefore, ‘idiopathic pleural effusion’ does not 
express a diagnosis, but only our diagnostic ‘limits’!

We therefore agree with Wrightson [10]: ‘the term “idio-
pathic pleuritis” is, by definition, a diagnosis of exclusion fol-
lowing exhaustive investigations and judicious follow-up, 
usually over a period of at least 2 years’.

A 1970 NEJM editorial [11] stated that there seemed to be 
an agreement to abandon this term, quoting the 1966 issue of 
Harrison’s textbook of internal medicine [12], which said that 
‘the term ‘idiopathic pleural effusion’ is idiotic from the stand-
point of the physician and pathetic from the standpoint of the 
patient’. After more than 50 years, however, we are still here 
talking about idiopathic pleural effusion!

Other definitions  – such as cryptogenic effusion, which 
expresses the lack of knowledge of the aetiology of pleural 
effusion – have been completely abandoned in the recent scien-
tific literature on pleural pathology; in fact, there is no trace of 
cryptogenic effusion either in the BTS guidelines [13] or in the 
latest version of Light’s book on Pleural Pathology [14]. The 
term currently used for a pleural effusion whose cause is 
unknown is ‘idiopathic pleural effusion’.

Therefore, faced with the diagnosis of NSP obtained from 
histological samples, the most important question is whether it 
really is a benign effusion or a ‘false negative’ [2, 15–17]. A 
false negative can derive from errors in the execution of the 
biopsy, not performed in sufficient depth (it is necessary to 
perform a ‘biopsy within the biopsy’), or from too limited a 
number of samples, or from the presence of widespread adhe-
sions that do not allow for the complete exploration of the 
pleural cavity. In his important book on Practical 
Thoracoscopy, Boutin recommends taking up to 15 to 20 
biopsies of parietal pleura, from widely separate regions of the 
pleura, including the diaphragm and the costovertebral gutter, 
even in the case of normal-looking pleura [18].
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Some might also think that Medical Thoracoscopy has 
limits in diagnostics and that VATS instead improves diagnos-
tic yield; however, there is an interesting and recent work by 
Froudarakis, who compared the diagnostic yield of Medical 
Thoracoscopy and VATS [17] and concluded that the results 
were the same.

A careful and personalised follow-up of the patient is 
important, as suggested by much authoritative literature, espe-
cially if  there are reasons for suspicion: history of suspected 
exposure to asbestos, recurrent effusion, doubtful endoscopic 
picture on thoracoscopy, pleural thickening on CT, fever, 
weight loss or chest pain. The thoracoscopy must always be 
repeated in case of suspicion! If  the medical thoracoscopy did 
not allow for the complete exploration of the pleural cavity 
because of the presence of adhesions, the patient must be sent 
to the thoracic surgeon for an exploratory thoracotomy!

14.2  �Conclusions

55 The patient’s diagnostic workup must be complete and 
include pleural biopsies performed with thoracoscopy.

55 If  a histological diagnosis of NSP or similar is reached, it 
is important to perform a careful follow-up of the patient 
(there is no uniformity of behaviour in the literature in the 
various clinical experiences regarding duration); this fol-
low-up should therefore be personalised for each patient 
based on age, clinical onset, occupational exposure, possi-
ble recurrence of the pleural effusion, possible radiological 
doubts, etc. [8]. Clinical guidelines recommend close obser-
vation of patients with undiagnosed exudative effusions, 
although the follow-up duration and regime is not defined 
[19]. In the case of recurrent effusion, the follow-up should 
include, in addition to clinical checks, the repetition of 
imaging investigations, laboratory tests and certainly all 
laboratory investigations on the pleural fluid and, if  the 
diagnosis is not reached, the repetition of the thoracoscopy 
too.

55 There is no justification for the unfortunately common 
practice of performing ex adiuvantibus therapies, e.g., anti-
tuberculous therapy or cortisone therapy, without knowing 
what is being treated.
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