La diagnhosi endoscopica precoce
del mesotelioma pleurico
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Caro Gian Pietro

Il mesotelioma iniziale trattato
ha una sopravvivenza migliore
semplicemente perché

lo si scopre prima

ma lui va avanti lo stesso

per la sua strada
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Diagnosticare il MPM Iniziale
e difficile
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 Paucisintomatico o sintomi aquciﬁz:i

« Anamnesi a volte muta per esposizione asbesto
.» Liquido citologicamente ne

. oco significativa negli

 PET promettente ma qu :

« Marcatori sierici insuffi ti (mesotelina?)

« Il versamento puo re Ire spontaneamente

- Il versamento puo régredire con terapia cortisonica

« Talvolta scambiatoper tbc

- Alcune biopsie pleuriche parlano di iperplasia mesoteliale (BAP1)

 Poche Pneumologie in Italia fanno toracoscopia medica
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Non esistono indagini con sensiblilita

e specificita tali da poter essere

utlllzzafper conseguwe una diagnosi
prec oce ___.ﬁ,--f- maligno in
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ré .ttutto In presenza di
atie paucisintomatiche
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diagnosi

La diagnosi di mesotelioma non puo essere
basata sul solo esame citologico del liquido (A)

Latoracoscopia e necessaria per la diagnosi di mesotelioma
a meno di controindicazioni legate alle condizioni del pz.
0 ad impossibilita tecnica (sinfisi pleurica) (A)

Le biopsie transparietali TC ed eco- guidate sono indicate
nei pazienti in cui non e possibile unatoracoscopia (A)

La toracotomia deve essere utilizzata solo in presenza
di sinfisi pleurica che impedisca latoracoscopia (A)
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Anni 1984 - 2016

» 591 k polmone
= 276 k mammella

» 581 meso epitelioide

= 63 meso bifasico

= 48 krene

= 32 kovalo

= 98 neo ?

= 15 k stomaco

= 32 linfomi

=112 pnt

= 151 tbc

= 195 empiema/parapneumoniche
= 806 pleuriti aspecifiche
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* Dopo lungo follow-up, la sensibilita e del 91%

« Di 208 casi di pleurite aspecifica, 31 (15%) avevano una
pleurite maligna dopo un follow-up medio di 4.4 mesi.

(4.3% del totale)

La maggior parte dei falsi negativi sono
mesoteliomi (DD con iperplasia mesotelio)
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BAP1 (BRCA1-associated protein 1)

is a highly specific marker for differentiating
mesothelioma from reactive mesothelial
proliferations

The dstinction between malignant mesothelioma and reactve mosothelial proliferation can be challenging both

1 histology and cytology. Recently, variants of the BRCA -associasted protein 1(BAPT) gene resulling in nuciear
proteln loss wore mported In hereditary and spomdic mesothelloma. Using immunoh romistry, we evaluated
the utility of BAP1 expression in the differential dagnosis between mesothelioma and other mesothelia
profierations on 3 large saries of blopsies that Inciuded 212 mesotheliomas, 12 benign mesothekal tumors, and
42 reactive mesothelial profiferations. BAPT stain was also performed in 70 cytological samples (45
mesotheliomas and 25 reactive mescthelial prolferations). BAP! was expmssed in all benign mesothalia
tumors, whereas 136/212 (66%) mesotheliomas were BAP1 negative, especially in epithe iodbiphasic compamed
with sarcomaoidide smopla stic subtypes (69% vs 15%) BAPT loss was b geneous in neoplastic cells except
for two epitholod mesothellomas showing tumor heterogeneity. By flucrescence in situ hybridizmtion, BAP1
prodein loas was paraleled by homozygous deletion of the BAPT locus in the vast majority of BAP 1-negative
tumors (3141, 76%), whemas 910 BAP1-positve mesothebomas wom narmal in blopsies interproted as mactive
mesothelial profiferation BAPT loss was 100% predictive of malignancy, as all § cases subsequently developed
BAP1-negative mesotheloma, whereas only 356 (8%) BAP Lposiive cases progmessed to mesothelioms. On
oytology/cell blocks, benign mescthelial ce s were nvariably positive for BAP 1, whemreas 54% of mesctheliomas
showed loss of proteirc al 6 cases showing BAP T nagativity wem associaled with hislological diagnosis of
BAP1-nogative mesothelioma. BAP1 stain also showed utility n the differontial of mescthelioma from most

mmon pléural and pe dloneal mimicke s, such as ung and ovary carcinomas, with spec ficity and sensit ivity of
99WI0% and 100/70%, mspectively Cur results show that BAPT protein is frequently lost in mesothelioma
especially of epithel phasic sublype and & commonly associsted with homaeygous BAPT deletion BAPY
mmunostan mpresents an sxcellent blomarkar with an unprecedentad specificity (100%) In the distinction
be tween benign and malignant mesothelial profiferations. Finding BAP1 loss in mesothelal cells should prompt
10 immediately resvaluate the patiant] moreowe M bé usefud In mapping tumor extent and plaming
surgical resection

Wb Cley St oWy
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Falsi negativi 12%
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Come ridurre

Il numero delle
Pleuriti Croniche
Aspecifiche

* Prelievi numerosi (10/15)
* Prelievi in piu zone , ——
* Prelievi piu profondi £ . .
* Prelievi piu grandi . MR

* Biopsia su biopsia i
« Ampia toilette prima delle blopﬁle i
* Ripetere toracoscopia ’?3 ‘
 Ricorso alla toracotomia? =
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PCA: quando stare attenti!
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Accuracy of Pleural Biopsy Using Thoracoscopy
for the Diagnosis of Histologic Subtype in Patients
With Malignant Pleural Mesothelioma

CONCLUSIONS. Pleural biopsy performed using thoracoscopy is considered to be
the cornerstone of the diagnosis and pleural staging of MPM. However, this proce-

dure appears to be less efficient in diagnosing the histologic subtype as either
epithelial or biphasic. Cancer 2007;110:2248-52. © 2007 American Cancer Society.
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Reproducibility of Malignant Pleural Mesothelioma
Histopathologic Subtyping
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deciduoid, and p‘Iem'mu-pl'wic.]] The prognostic significance
of different histologic patterns of epithelioid mesotheliomas
has been analyzed in a few studies, which suggest poorer
survival for individuals with the pleomorphic pattern.'*'* In
contrast, the myxoid/microcystic pattern was shown to be a
favorable prognostic marker."” Furthermore, Kadota et al®

CONCLUSIONS
Our study demonstrated that moderate to substantial
agreement in histologic typing and subtyping of MPM can
be achieved. Size of the sample seems to be an important
limiting factor 1in achieving this agreement. Furthermore,

Tanti mesoteliomi epitelioidel
con prognosi diverse
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La Biopsia nel mesotelioma
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Biopsia
a strascico

Biopsia

su biopsia
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Mesotelioma Iniziale?
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The role of endobronchial ultrasound-guided fine needle
aspiration in the diagnosis of pleural mesothelioma

M. R. Ghigna®, A. Cram’, V. Florea™, 5. Soummer-Feulliet” and P. Baldey rom ™ .
*Trepartment of Pathalogy, Teparmnent of Thercic and Vascolar Surgery, Marse Lnnelongue Surgical Centre, Le Plessic ”arl

A Sottocarenali
_ S _ _ Paratrach
ML E. Ghigna, A. Crotw. ¥. Florea, 5. Soummer-Feulliet and P. Balkleyrou

The role of endobronchial ultrasound-guided transbronchial needle aspiration in the diagnosis of AO _p O I m 0

pural mesothelioma ‘
P e Paraesofag

- "

Ojedlive: The aims of the present stisdy were o investigate te role of endobroonchial wlirasoend -gpoidesd
wanshronchial meedle aspirarion (ERUS-TENA) in the diapnoss of malignant pleoral mesoehelioma (MPM ), P H d H f

and 1o identify specific clinical setings in which this procedure ¢ commmended. e” Ia. ram
Methods: We retmospectively reviewed the dinical and pat hiol iles of patients having undergone . =
FRUS-TENA from Pehmiary 2001 ra Ocrober 2004 to investigate thoracic lesions, Amang 736 patienrs, we Perl Card 'CI
alentitied lour of them with a diagnosis of MPM achieved primarily trough EBUS-TEN AL The diagnosis was

made on tormalin-fxed paraffin-embedded cell blocks, by checking the expression of mesothelial and carcinoe InterCOStali

natews-specific markers ”
Results: In all paments, the collectad imswe was adegualte, and the histol il analysis i association witl Ma I I l I arl
immunahistochemisiry led us 1 the diagnosis of malipnant plearal e lioma. In thres patients, the diag-

mexsis of messchelioma was dimdcally = i L A IS e ss med with diffuse _:|:'||I.|- thicken i In T
paticnis, videothomomscopy was not possible owing o the “dry’ presentation of the plewral disease and e sive
of thickening. In this sering, FRUSTRNA was comsidered, at - moslEdiesinlinams cameanone me
most adequane available method to obtain 8 Wstologcal diag EhS {:L'N'QUE

5

Conclusion: ERUS-TENA may be a valualbde dia

selected clinical settings. More specifically “dry’ mesothe Boma —

aocessible by sungery or by computed tomagraplyy ol wasoaoog: EC hDEnd DECDFHE‘ ernCh]quE pDUr IE @L'r(,gg}hﬁ\
mdication to perform EBUS-TENA. . . - g s
diagnostic de mesotheliome pleural malin

Endobronchial ultrasound in the diagnosis of malignant pleural mesothelioma
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Tutti e due stadio 17

Prognosi
uguale?
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Coinvolgimento
diaframma
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Quale stadio
per la
retrazione

dell’ emitorace?
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x1.0

) mesotelioma?

Lo bt
ga la sopravvivenza?
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