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EMBPYOAOI'TA

TéA0C 3" gBdoudoac: mAAY0 METAAO LEGOOEPUOTOC — GOUOTIKY KOl
OTAOYYVIKT LEGOOEPUIKT) OTIRAOO — EVOOEUPPLIKO KOTA®UL

COUOTIKY] HECOOEPUIKN oTIdda —  mEPITOVO/TOY®MUATIKO TETAAO
VLECMKOTOC/TEPITOVALOV

OTAQYYVIKT]  WECOOEPUIKTy  oTiPdda —  mepomhdyyvio  TETAAO
VLECMKOTOC/TEPITOVALOV

eUPPLIKO EYKAPCIO SLAPPAYUA —> OVATTUEN TVELUOVOV — OO OPLOUOC
VIECOKOTIKNG OO MEPIKOPOIOKT KOWAOTNTA — OLAMANCT] OPIGTIKOV
OLLPPAYLATOC — OO ®PIGUOS VITECOKOTIKNG OO TEPLTOVAIKT] KOIAOTNTO!




I2TOAOITA

uecotnio / pesodniiakd kottapa (RUovOSTIPo TAUKMOES)

Pacwkn pepppovn
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YIIEZQKQY - ANATOMIKH
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YIIEZQKQY - ANATOMIKH
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YIIEZQKQY - NEYPQXH

Nerve Supply

Parietal pleura:::

- The parietal pleura is sensitive to pain, temperature, touch and
pressure, and is supplied as follows:

- The costal pleura is segmentally supplied by the intercostal nerves

- The mediastinal pleura is supplied by the phrenic nerve

- The diaphragmatic pleura is supplied over the domes by the
phrenic nerve and around the periphery by the lower six
intercostal nerves

- Visceral pleura:::
- The visceral pleura covering the lungs is sensitive to stretch

It is insensitive to common sensations such as pain and touch
It receives an autonomic nerve supply from the pulmonary plexus




YIIEZQKQY - OYXIOAOI'TA

Pleural Fluid

- The pleural space normally contains 5 to 10 ml of clear fluid

It lubricates the opposing surfaces of the visceral and parietal
pleurae during respiration

- The formation of the fluid results from hydrostatic and osmotic
pressures between the capillaries

- The pleural fluid is normally absorbed into the capillaries of the
visceral pleura

- Any condition that increases the production of the fluid or impairs
the drainage of the fluid results in the abnormal accumulation of
fluid, called pleural effusion

- The presence of 300 ml of fluid in the costodiaphragmatic recess in
an adult is sufficient to enable its clinical detection

= The clinical signs include decreased lung expansion on the side of
the effusion, with decreased breath sounds and dullness on
percussion over the effusion




YIIEZQKQY. - MH NEOITAAXMATIKEX NOXOI (1)




YIIEZQKQY. - MH NEOITAAXMATIKEX NOXOI (2)




YIIEZQKQY - MH NEOITAAXMATIKEX NOXOI (3)




YIIEZQKQY., - MH NEOITAAXMATIKEX NOXOI (4)




YIIEZQKQY. - MH NEOITAAXMATIKEX NOXOI (5)




YIIEZQKQY - MH NEOITAAXMATIKEX NOXOI (6)




YIIEZQKQY - NEOITAAXMATA (I'ENIKA)




YIIEZQKQY - MONHPHX INQAHX OT'KOX




AMIANTOZX (1)




AMIANTOZ (2)

Asbestos in the developing world




NOXOI ITPOKAAOYMENEX AIIO EKOEXH XE
AMIANTO (1)
Asbestos-Related Lung Disease

Pleural Lesions
Benign pleural effusion
Parietal pleural plaques
Diffuse pleural fibrosis
Rounded atelectasis
Interstitial Lung Disease
Asbestosis

Malignant Mesothelioma

Carcinoma of the lung (in smokers)




NOZOI MMPOKAAOYMENEX AINIO EKOEXH XE
AMIANTO (2)
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AMIANTQZH (1)

Asbestosis

Asbestos

“*Causing fibrosis by interacting with lung

macrophages

“*also functions as both a tumor initiator

and a promoter




AMIANTOQXH (2)

Asbestosis

Morphology

Asbestosis is marked by diffuse pulmonary
interstitial fibrosis

Characterized by

the presence of asbestos bodies

which are seen as golden brown, fusiform or
beaded rods with a translucent center

coated with an iron-containing proteinaceous
material




AMIANTQZH (3) - ZOMATIA AMIANTOY

Asbestos bodies
These ferruginous bodies are golden brown and beaded,
with a central, colorless, nonbirefringent core fiber




INQAEIYX YIIEZQKOTIKEX ITAAKEX AIIO AMIANTO

Pleural plaque. The dome of the
diaphragm is covered
by a smooth, pearly white, nodular plaque

Asbestos-related pleural plagques
Large, discrete fibrocalcific plagues are seen
on the pleural surface of the diaphragm




YIIEZQKQY - MEXOOHAIQMA (I'ENIKA)




YIIEZQKQY - MEXOOHAIQMA (EIITIAHMIOAOTITA 1)

Epidemiology and tumorigenesis

® The incidence of mesothelioma in Europe will increase
and peak between 2015 and 2020

® The median latency period from first exposure to
clinical manifestation is over 40 years

® Asbestos continues to be used in many countries

outside North America and Europe without any laws on
worker protection

® Frequent inactivation of tumor suppressor genes

include p16'N<4A/p14ARF and neurofibromatosis type 2
(NF2) which encodes merlin




YIIEZQKQY - MEXOOHAIQMA (EIITIAHMIOAOTTA 2)

Mesothelioma in Europe

Peak incidence
around 2020

® PBritish mesothelioma
register and male death
rates for cancer
of the pleura from
6 European countries

® Statistical modeling taking
intoaccount asbestos
legislation and the long
latency period

Peto, BJC 1999

——————y

Peak leveling off between 2010 and .
Perlucchi, BJC 2004; Hodgson BJC 2005.




YIIEZQKQY - MEXOOHAIQMA (EIITAHMIOAOTITA 3)

Latency period in pleural mesothelioma
after asbestos-exposure

Data collected by the Italian mesothelioma registry in the
period 1993-2000: median latency 44.6 years
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Marinaccio, EJC 2007




YINEZQKQY - MEXOOHAIQCMA (OI'KOT'ENEXH - 1)

Multistep carcinogenesis
in pleural mesothelioma

» Accumulation of asbestos fibers and
chronic tissue injury

Y

Persistent stimulation of tissue

repair program (mesothelium stem
cells) leading to:

* Epigenetic silencing or deletion
of « caretaker » Ink4a locus
(9p21)

* Loss of « gatekeeper »

NF2 function (22912)

Y/

Loss of contact-dependent growth
inhibition and tumor progression




YIIEZQKQY - MEXOOHAIQCMA (OI'KOT'ENEXH - 2)

Alterations of NF2 in mesothelioma

® Mutations in NF2 have been described in 40% of
mesothelioma

Bianchi, PNAS 1995; Sekido, CR 1995; Deguen, |JC 1998

® |In an experimental model, targeted inactivation of
NF2 in mesothelial cells lining of the thoracic
cavity rarely results in mesothelioma. However,
concomitant loss of INK4a/ARF strongly
accelerates mesothelioma development
Jongsma, Cancer Cell 2008

® |In tumors without NF2 truncation, NF2 activity is
inhibited by phosphorylation, for example by

increased expression of CPI-17
Thurneysen, Lung Cancer 2009




YIIEZQKQY - MEXOOHAICMA (MAKPO-)




YIIEZQKQY. - MEXOOHAIQMA (IXTO-1)

H&E,
IMMUNOCHEMISTRY




YIIEZQKQY. - MEXOOHAIQMA (IXTO-2)

MEseLheliomalcan be divided into three
AIITEIEIIMVIIES.
Epithelioid= which has the best
| prrjgn._r-,j]; o) ] cﬂjr E___f.J__;_;_? types.
m 53 rum_J 'roj'?' nich has about a 7 —
20“ urvival rate.
@ Mlxed/blph iIc- which has about a 20 —
35% survival rate.




YIIEZQKQY. - MEXOOHAIQMA (IXTO-3)

EINIOHAIOEIAEY

CK5/6, calretinin, thrombomodulin (nepppaviké tpotomo), WT-1

Bpoyyoyevéc adevokapkivoua: MCEA, CD15, BerEp4, B72.3, MOC31, TTF-1,...

(TOYAAXIXETON 2 [+] peocoOniraxoi Vs 2[-] KapKIvVIK@V dEIKTOV)
0OEVOKUPKIVOUO GAAC TPOEAEVGEMS: KATH TEPITTWOO

Kokon0ec neddavopa: S100, mgpl00 (HMB-45), Melan-A/MART-1, MITF, ...
avariooTiké Aépompe: ALK, CD30, EMA, ...

emOnMogoéc apnayyeloevoodniiopa: CD31




YIIEZQKQY - MEXOOHAIQMA (IXTO-4)

YAPKOQOMATOEIAEX

CKAE1/AE3, vimentin, S100, desmin, cravimg calretinin

COUPKOUUTOELOES  (TOAVHOPQO)  BpoyyoyevéS KOPKIVOUO, OCOUPKOUITOELOES
Kopkivopo gk veepik@v_ kuttapmwv: AEN YIIAPXEI AEIKTHX (iotopiko,
KAVIKG 6ToyEln, LopPoroYida,...)

AEXMOIIAAYXTIKO

CKAEL/AE3 (gvtog YpoaupoT@dv po®@v ] Mr@oovg 16Ttov!), yiati otov vrelwkota
0/ amd WOTIKN TAELPITIOA.




YIIEZQKQY - ITIPQTOIMAOEX AEMO®OQMA (PRIMARY
EFFUSION LYMPHOMA)

* ovvnbwg HIV(+), oravidtota o€ avocoKaTOGTOAN AOY® UETOUOCYEVCEMC
KOPO10G 1] GE OLVOGOETAPKT) NAIKIOUEVO ATOLLOL

e >9, MWM, eviote pe molvkevtpikn vooso Castleman

o VeCOKMOC, TEPITOVALO N} TEPIKAPILO (HOVOV pic KOIAOTNG KAOE popal)

e HHV-8, cvuyvd culloipmén (aAdd oyt maboyevetikdg poroc!) ue EBV

« LCA/CD45, MUM-1/IRF4, CD30, CD38, CD138, HHV-8(+), omaviog T
QaVOT.

« CD19, CD20, CD79a, CD10, bcl-6, s/clg(-)
e Kokiotn Tpoyvmon (< 1 €toc)




YIIEZQKQY - AEMOQMA EIII ITYOOQPAKOX
(PYOTHORAX-ASSOCIATED LYMPHOMA)

10TOp1IKO TVLOOMPOKOS, cVVNOWS AOY®D TEYVNTOD TvevuoBmpPakoc Yoo Th M
Th mhevpitidoc

3>9, 65-70 erdv

oyKOLOpON €epyacia

EBV

CD20, CD79a, CD38, EBVish(+), oraviog T goawvor.
CD10, bcl-6, MUM-1/IRF4(-)

Kakiotn Tpodyvmon (< 1 €tog)




IHEPITONAIO - MEXO®OHAIQMA

: = small intestne
=

Peritoneal mesothelioma effects the organs in the
abdomen and symptoms include abdominal swelling,
nausea, vomiting, and bowel obstruction.

www.ipgdx.com




IIEPIKAPAIO - MEXO®OHAIQMA
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The rarest form of mesothelioma is pericardial
mesothelioma, which involves the sac surrounding the
heart.

www.ipgdx.com




2YMBOAH TOY ITAOGOAOI'OANATOMOY

«Kakoi padptopeg avpomoioty 0pbaipoi kai wta, BapPdpovc
vOUC EYOVIOV»

‘Hpdxhertog, Ilepi tod maviog, IV
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