KAPKINO2 NNEYMONA

ApLOoTOTEANG MTA LG
KaBnyntnc Oepamevtikic-NaboAoyiag-Oykoloyiag EKMA
A/vtnc B’ Npomadeutikn MaboAoyiknc KAWLIKAG
latpkn 2xoAn EKMA
MINA ATTIKON



Kataragn

* Mkpokuttaplkoc 20%
* Mn pKkpokuttaplkog 70-75%

* Abdevokapkivwpa
e MAakwdec
e MeyaAoKUTTAPLKO

* BpoyxokueAbko
e Kapkivoeldeg
* AN



EtionuioAoyia-lapayovTtec Kivouvou

* O CUYVOTEPOC KAPKIVOC oTouC AVOpPEC
e 21% OAWV TWV KapKivwv
* 29% twv Bavatwyv ano KapKivo

* Mapayovtec KivdUuvou
* KATINIZMA
e ATpoodalplkn pumavon
* EkBeon o€ aplavto
* EmtayyeApatikn €kBeon
e ApPOEVLKO, VIKEALO, TTUPLTLO, TILOOEC, OpUKTEAQLA, padOVLO



KAIVIK €IKOVA

* Tuyaiocg EAeyxoc (ULKPO TTOCOOTO)
* [MpooupnTwHATKA dtayvwon (screening) o€ KATVIOTEC;

* [EVIKA CUMTTTWHOTOL
* Avopetia, AntwAela 2B, Mupetoc, KatafoAn

* TOTIKN QVATTTUEN TOU OYKOU
* Byac, Amoxpeudn, Alpomntuon, Owpakikd aiyoc, Avomnvola, Mn
UTTOXWPOU OO N LUTTOTPOTILAlOV OO TIVEVOVLAL
* METAOTAOELC
* AAvoc, Kepahayia, ZaAn, AnBapykotnta, EmAnmTikES Kploelg, NeupoAoyikn
ouvdpoun
* MapaveomAaopatika cuvdpopua
* Neupoloyika (Eaton-Lambert), Asppatikd, MetaPoAlkd, OpouBwoELC



KAIVIKA €IKOva (TOTTIKI) AVATTTUCN TOU OYKOU)

e KevtplKn €VTOTLON TOU OYKOU
* Byac, Amoxpeudn, Alpontuon, Avomnvola, Mn utoxwpouaoa n
uTtotpoTiLalovoa IVEL OV
* MNepldePLKN EVIOTILON TOU OYKOU
e AUorvola, MAgupLtiko alyog, 2. Horner (mtpooPoAn Bpaxloviou MAEyUATOC)

e EvboBwpakikn avamntuén
e Bpaxoc dwvnc (mpooBoAn Aapuyylkol velpou)
Napadoén avarmvon (mpooPfoAn dpevikoL velpou-rtapeon NULdLadppaypaToc)
2UvOpopo avw KoiAng pAEBac (BpouBwon, ieon ek Twv €Ew)
Avodayia (mtpocoBoAn owcodayou)
Avomvola (epkapdlakn cuAdoyn)
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2.UvOpopo Horner




2.Uvopouo Horner

Tumor de Pancoast







Eik. 5.45, Emrikpouon oTnV TPOTBIN ETTIPAVEIX TOU BWPOKAL. Eik. 5.46. Apeon emikpovon oTo pggov g KAedAg yia Tov éAeyxo
TNS KOPLPIG TOL TIVEVHIOVAL.






AVTIKEIJEVIKA EupnuaTa

e Emlokomnon
e JUVOpOUO AVW KOiLANG, 2Uvdpopo Horner
 YUnAadnon
e Metatomnion Tpaxeiog
* Melwpevn exmtuén
* Entikpouon
o AupBAvtnta (Yypo, Mada, AteAektaoia)
* AKpoaon
* Meilwon avamnvevotikoU PLBupiopatoc (Yypo, Mala, AteAektaocia)
e JwAnvwodec puonua (Yypo, Mukvwon)
e Pwvntikec dovnoelc+Pwvntikn avtixnon
* Mewwpevec (Yypo)
* Auvénuevec (Mukvwon)



OTEAEKTAOIO




[TAEUPITIKN cUAAOYN




ATEAEKTOOIO




TAELE 1. Paraneoplastic Endocrine Syndromes™®

Syndrome Clinical presentation Laboratory findings Associaied cancers

s1ALDH




TAELE 1. Paraneoplastic Endocrine Syndromes™®

Syndrome Clinical presentation Laboratory findings Associaied cancers

SIADH Ciait disturhances, falls,
headache, nausea, Fangue,
miuscle cramps, anorexia,
contusion, lethargy,
SEIZUres, respiralory
depression, coma




TAELE 1. Paraneoplastic Endocrine Syndromes™®

Syndrome Clinical presentation Laboratory findings Associaied cancers
slALH Crait disturbances, falls, Hy ponatremia: mild, sodmm

headache, nausea, Fangue, | 3031 34 mEg/L.; moderate,

miuscle cramps, anorexia, sodium, 125-129 mEg/L;

confusion, lethargy, severe, sodliom <125 mEg/L

SEIZUres, respiralory [ ncreased urine osmolaliy

depression, coma (=100 miOsmdke in the context

of ewvolemic hyponatremi




TAELE 1. Paraneoplastic Endocrine Syndromes™®

Syndrome

s1ALDH

Clinical presentation

Cait disturbances, fulls,

headache, nausea, Fangue,

miuscle cramps, anorexia,
contusion, lethargy,
HE'i..':IJI'E'.'-l.. ]'lE!iiFIII'Jl'Z!lI‘]I’
depression, coma

Laboratory findings

Hyponatremia; mild, sodiam
| 303- 1 34 mEg/L.: moderane,

sodium, 125-129 mEg/L;

severe, sodhinom <125 mbgyL

[ ncreased urine osmolaliy

(=100 miOsmdke in the context
of ewvolemic hyponatremi

Associgied cancers

amall cell lung cancer,
mesothelioma, bladder,
ureteral. endometrial,
prostate, oropharyngeal,
thymeoama, lvmphoma,
Ewing sarcoma, brain. Gl,
bresist, adrenul




Hyper-
caloemia




Hyper- Aldiered mental status,
calcemia weakness, ataxia, letharzy,
hypertonia, remal Fulere,
|1u|.|.'-.-E:.|.."1.'|.||r'|i1'i|'|E._
hypertension, bradycardia




Hyper-
caloemia

Adrered mental status,
weakness, ataxia, letharzy,
hypertonia, remal Fulere,
|1u|.|.'-.-E:.|.."1.'|.||r'|i1'i|'|E._
hypertension, bradycardia

Hypercaloemia: mild, calcium
[(.5-11.9 ma/dL: moderate,

calemm 12.0-13.59 mafdL;
wevere, calemm =140 |:|||ﬂ,."|J|-

Low to normeal (<20 pes/ml)
FTH level
Elevated PTHrP level




Hyper-
caloemia

Adrered mental status,
weakness, ataxia, letharzy,
hypertonia, remal Fulere,
nauseavomiting,
hypertension, bradycardia

Hypercaloemia: mild, calcium
[(.5-11.9 ma/dL: moderate,
calemm 12.0-13.59 mafdL;
severe, caleim =140 mgfdl.

Low to normeal (<20 pg/ml )

FTH level
Elevated PTHrP level

Breast, multiple myeloma,
renal cell, squamouns cell
cancers (especially lung),
Iy mphoma (including
HTLY-associated
lymphoma ), ovanan,
endometrial



Cushing
syndrome




Cushing Muscle weakness,
syndrome penpheral edemi,
hypertension, weighit gain,
centripetal fat distribation




Cushing Muscle weakness, Hypokalemia (usually
syndrome penpheral edemi, <3400 mmolfL ), elevated
hypertension, weighit gain, bBaseline serum cormisol
centripetal fat distribation {=29.0 wg/dL }, normeal to
ebevated midnight serm
ACTH (= 100 na/L. )
nod suppressed with
dexamethasone




Cushing
syndrome

MMuscle weakness,
penpheral edemi,

hypertension, weight gain,

centripetal fat distribation

Hypokalemia (usually

A0 mmalfL), elevaied
Baseline serum comisol

{=29.0 ug/dL}, normal o
ebevated midnight serm
ACTH (=100 ng/L)

nod suppressed with
dexamethasone

sSmall cell lung cancer,

bronchial carcimoad
[newroendocrnine lung
bumors account for
~alFe-6l5% of coses of
paraneoplasic Cushing
gymdrome ), thymoma,
medulliry thyrod cancer,
Gil, pancreatsc, adrenal,
Ovarian



Dermatomyositis
(DM)

Hypertrophic
osteo-
arthropathy

Heliotrope rash {(violaceous,
edematous rash on upper
eyelids); Gottron papules (scaly
papules on bony surfaces);
erythematous rash on face, neck,
chest, back, or shoulders (the
last of which is known as shaw!
sign}; rash may be photosensitive;
proximal muscle weakness;
swallowing difficulty; respiratory
difficulty: muscle pain

Subperiosteal new bone
formation on phalangeal shafts
(“clubbing™}, synovial
effusions {mainly large joints),
pain, swelling along affected
bones and joints

Laboratory findings:
elevated serum CK, AST,

ALT, LDH, and aldolase;
EMG: increased
spontaneous activity with
fibrillations, complex
repetitive discharges, and
positive sharp waves;
Muscle biopsy: perivascular
or interfascicular
septal inflammation and
perifascicular atrophy

Plain radiography: periosteal
reaction along long bones

Nuclear bone scan: intense
and symmetric uptake in
long bones

Owarian, breast,
prostate, lung,
colorectal,
non-Hodgkin
lymphoma, naso-
pharyngeal

Intrathoracic tomors,
metastases to lung,
metastases to bone,
nasopharyngeal
Carcinoma,
rhabdomyosarcoma






O@pBaApoc (1)

Paraneoplastic
syndrome

CAR

CACD

MAR and
MAR-like
retinopat hies

Underlying neoplasm

small-cell carcinoma

of the lung, ather necplasm
of the lung, breast cancer,
cancers of the cervix,
ovary, uterus and thymus,
ostecsarcoma, Warthin
tumor of parotid gland,
prostate, pancreatic
neuroendocring small
bawel bladder and
laryngeal neoplasms,

by mphomas (systemic
follicular cell lymphoma)
and colon adenomas

small-cell endometrial
cancer, primary cervical
intraepithelial neoplasia,
occult small cell lung
carcinoma and laryngeal
carcinoma

cutanecus melanoma

Circulating antibodies
in peripheral blood

Recoverin (23-kDa), retinal
enolase (46-kDa), TULPT,
hsc-70 and 60, AIPL1, IRBF,
PMR, GAPDH (36-kDa),
aldolase C @ 0-kDal,
transducin-a

possibly;

GCAPs, HSF27 and Rabéa,
CAI(30-kDa), CRMPS

and anti-Hu, antiretinal
autoantibodies against 48-
kDa farresting and 64-kDa
and 94-kDa

recoverin and pratein
whose molecular weight
s 50 and 40 kDa

TRPM, a-enalase, recaverin
or hac-70, CA Il IRBR,
Bestrophin, myelin basic
pratein, mitafilin, titin, and
rod outer segment protains

Qinical findings

cone dysfunction: photosensitivity,
prolenged glare, decreased BCVA, color
discrimination and central scotomas; rode
dysfunction: night blind ness, prolonged
adaptation to darkness and peripheral

or fing scotomas

arterlalar narrowing, retinal pigment
epithelial thinning and motting, vitritis,
cells in anterior chamber, sheathing

of retinal arterioles, periphlebitis and
pallor of the optic disc

mild to moderate best-corrected viual
acuity loss, sudden photosensitivity,
total orsubtotal loss of color perception,
wisual acuity improvement while wearing
sunglassas

sudden shimmering, flickering, difficulty
with night vision and photopsias
(pukating continuaus or intermittent)
with occasional hyperphotosensitivity
and floaters

Histopathological
findings

relatively small cells with
little cytoplasm

intensively positive

for recaverin as well

as posithve for NSE, K-67
and 1ps3

no data

local retinal thinning
with the damaged inner
nuclear layer and o uter
plexifarm layer

positive melnoma-
assoclated autoantibodies
directly against transient
receptor potertial M1
channels that target

the ON-bipolar cell
structures in the inner
nuclearand auter
plexiform layers in PVIR

Genetic findings

no additional data
available apart from
data that confirms

the clrculating antigens
involverment

no data

no additional data
available apart from
data that confirms

the circulating antigens
inva lvernent

Source

Welxler, Oartlland Nebikar 2016;
Dalin et al, 2016; 5.ang et al,
2016; Adamus, Yang and Weleber
2016; Bhavsar et al, 2015; Adamus
2015 M. Morlta et al. 2014; Turaka
et al, 2014; Machida et al, 2014,
Adarmus, Chol, et al. 2013; M. Saito
et al 2014; Adarmus, Bannah,

et al, 2013; Maklyvama et al, 2013;
W, Saito et al. 2013

Finger, Thirkil and Borruat 2012;
Javald et al. 2015; Parc et al. 2006;
Hamgital et al. 2004

Lincoff et al, 2016; Wang et al,
2012; Dalalet al 2013; Xlong et al,
2013; ¥ Morita et al. 2014; Dhingra
etal 2011 Amnow et al 2012




O@BaAuoC (2)

Paraneoplastic
syndrome

Circulating antibodies
in peripheral blood

Histopathological

Clinical findings Genetic findings Source

Underlying neoplasm ‘

findings

BOLU MP owarlan, cervix, uterus, CMEP factor, AAbs against | classical findings: slow, painless, bilateral | infiltration consisted delations Mittal et al, 2015; Mud har

colon and rectum 35-kDa, 46-kDa, 30-kDa, 50- | (usually asymmetric), progressive loss of more benign-appearing | in chromosome 19,gain | et al. 2012; Rahimy, Coffee
cancer, gallbladder kCa, and 70-kDa proteins of vislon for several manths, subretinal melanocytes — stained in chromosomes 5, 6 and McCannel 2015; Lin and
cancer, neoplasm infiltration and exudative retinal posithvely with melan-A Bgand ¥ Mruthyunjaya 2012, Mavajas et al.
of the retroperitoneal detachment that result as outer retinal 2011; Yonekawa, Shildkrot and
space, and a variety damage lack of mutations Eliott 2013; Pulido et al, 2013;
of lung cancers in GNAQ, GNATT and Jansen et al. 2015; Adarmus et al,

development of cataract, iridocyclitis BRA FYe00F 2013; Miles et al, 2012

or glaucoma

additional clinical findings: iris nodules,

plgmented keratic precipitates, anterior

chamber and vitreous cells, peripheral

retinal arterial areas of non-perfusion,

loss of RPE In a pattern described

as nummular or dermal, conjunctival

melanocytic proliferation

POM adenocarcinoma and small | CRMPS, aquaporin 4, MBR, neurcretinitis and positive autoantigens no histological data no additional data Verschuur Kooland Troost 2015

cell carcinoma of the lung, | ANNA-1, recoverin,enclase | against neuronal part of retina and available in recent papers | available apart from M. Saito et al, 2014; Adamus
prostate carcinoma, the optic nerve due to tissue sampling data that confirms et al. 2011; Finger, Thirkill and
stomach carcinold tum or, consequencesconcerning | the drculating antigens | Borruat 2012 Carbonl et al,
colon adenocarcinoma, wisual function irvolvernent 20012; Al-Harbil et al, 2014; Chao
cutaneous melanoma, et al. 2013; Slarnovits et al, 2013;
occult pancreatic non- Schoenberger, Kim and Lavin
secretory neuroendocrine 2012;H. K Yang et al. 2014; lyer
tumor, thyrnoma etal 2014

CAR - cancer-associated retinopathy; CACD - cancer-associated cone dysfunction; MAR - melanoma-associated retinopathy; BOUMP - bilateral diffuse uveal melanocytic proliferatiory BOVA - best-corrected visual acuity;
RPE- retinal pigment epitheliurm; PON - paraneoplastic optic neuritl; PVR - paraneoplastic vitellform reting pathy; TULPT - Tubby-like protein 1; hsc70 - heat shock cognate protein 70; TRPMT - transient rece ptor patential
cation channel, subfamily M member 1 {that is abeled on ON-bipolarcells); CA Il - carbonic anhydrase I IREF - interphatoreceptor retinoid binding pratein; CMEF factar - cultured melanacyte elongation and proliferation
factor; CRMPS - collapsin response mediator protein5; MBP - myelin binding protein; ANNA-T - type 1 antineuronal nuclear antibody; GCAPs - quanylyl cyclase-activating protelns; HSP27 - heat shock proteln 27;

RabiA - RabeA GTPase; PNR - photoreceptor cell-specific nuclkear receptar; GAPDH - glycealdehyde 3-phosphate dehydrogenase; APLT - aryl hydrocarbon receptar interacting pratein-like 1,




