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OLGU- Anamnez

* 64 yasinda erkek

* Yakinmasi
» 3 aydir devam eden 6ksuruk, aile hekiminden verilen tedaviler ile dizelme
yok
» Oykust
* Nefes darligi, balgam, gogus agrisi yok.
* Hemoptizi tanimlamiyor

* Ozgecmis
* Hipertansiyonu mevcut.
* 42 yil 1 p/giin




OLGU-Fizik Muayene

* Genel durum iyi
* Odem, ikter, siyanoz saptanmadi

e Solunum sistemi
e Normal

* Diger sistem muayeneleri
* Normal




OLGU- On taniniz ? Oneriniz Nedir ?




Okstruk Yakinmasi Olan Hasta

e Oksuruk stresi
e 8 hafta kritik sure...

* Eslik eden balgam olup olmadigi
* Nobetler halinde gelip gelmedigi

* Astim, yabanci cisim aspirasyonu, psikojenik

* Vucut pozisyonu ile iliskisi
* GOR, diyafragma hernisi, dolasim yetmezligi, postnazal akinti, 6zafagus
divertikalu

* GUn ici varyasyonlar
e Kullandigi ilaclar
 Tetikleyen faktorler

Akut okstrik < 3 hafta
Subakut oksurik 3-8 hafta
Kronik oksuruk > 8 hafta




Kronik Okstrik Nedenleri

* Akciger ve mediasten timorleri [ go1unum sistemi muayenesinde ve/veya

e Tiberkiloz akciger grafisinde patoloji var

* Bronsektazi

* Postnazal akinti Solunum sistemi muayenesi ve
e Oksiiriik varyant astim akciger grafisi normal

* Eozinofilik bronsit

* Gastrodzafagial refll
e ACE inhibitori kullanimi







OLGU- Simdi Ne Yapalim ?













OLGU- Biyopsi ama nasil ?




Biyopsi Yontemler!

* Bronkoskopi
* Rijit bronkoskopi
* Fiberoptik bronkoskopi

Bronchoscopy

BT veya US esliginde TTIAB

* Cerrahi biyopsi







Akciger Kanseri Histopatoloji

e Kicuk Hucreli Akciger Kanseri

* Yassi Epitel Hucreli Karsinom

e Adenokarsinom

e Buyuk Hucreli Karsinom




OLGU- Bronkoskopik Biyopsi Sonucu

*Yassi Epitel Hucreli Karsinom




Akciger Kanseri Tedavi

* Kemoterapi

e Radyoterapi

e Cerrahi

* Hedefe yonelik tedaviler

* Immiinoterapi




Hedefe YOnelik Tedaviler

* Histoloji ve molekuler alt tipler birbiri ile iliskilidir, her histolojik tipte
beklenen molekiler degisiklikler farkhdir.

* Oncelikle adenokarsinomda cok sayida mutasyon tanimlanmistir.

e 2011 yilindan itibaren, skuamoz htcreli karsinomda da farkl
molekuler alttipler tespit edilmistir.




TABLO 1: Adenokarsinom ve skuamdz hicreli karsinomda molekiler alttipler .

Gen
Adenokarsinom EGFR
ALK
ROS1
KRAS
HER2
BRAF
MET
RET
MEK1
Skuamdz hicreli karsinom COKNZA
FGFR1
FGFR2
PIK3CA
PTEM
CCND1
DOR2
EGFR
PDGFRA
MCL1
BRAF
ERBB2
KRAS

Mo lekiiler degisikdik
Mutasyon
Translokasyon
Translokasyon
Mutasyon
Mutasyon
Mutasyon
Ekspresyon
Translokasyon
Mutasyon
Delesyon/Mutasyon
Amplifikasyaon
Mutasyon
Mutasyon
Mutasyon/Delesyon
Amplikasyan
Mutasyon
Amplifikasyon
Amplifikasyon/ Mutasyon
Amplifikasyaon
Mulasyon
Amplifikasyon
Mutasyaon

Insidans
15%
4%
1-2%
20-25%
1%
1-3%
25-75%
1%
1%
Ted5-72
%15-25
%d-5
%9-16
%18
%8
4%
%9-10

%10
%0d-4
%24
%a-4




Uluslar arasi kilavuzlarda

Akciger Adenokanseri olan hastalarda tedaviye baslamadan

KRAS, EGFR, ALK, ROS1, HER2, BRAF ve RET

[ farkli gene bakilmasi onerilmektedir




Kanser Immunoterapisi

* Immiinoterapi tanim

* Bir kisinin kendi bagisiklik sistemine ait belli bolimlerin kanseri de iceren bir
grup hastalikla mucadele etmek tzere kullanildigi bir tedavi bicimidir.

* Amac¢ immun sisteme ait hiicrelerin kanser hucrelerini hedef alarak onlari yok
etmelerini saglamaktir.

* Immiinoterapi farkli sekillerde etki gosteren tedavileri icermektedir.

* Bazi kanser turlerinde tek basina etkili olurken, bazilarinda ise diger
tedavi yontemleri ile birlikte kullanildiginda etkinliginin arttigi
bilinmektedir.




OLGU- Tedavi karari icin nelere bakmaliyiz ?

 Bu karari kim vermelidir ?

* Multidisipliner ekip !!!




Tedavi Kararini Etkileyen Faktorler

* Hastanin performans durumu

* Hastaligin evresi

* TUmOridn histopatolojisi




ECOG-WHO PERFORMANS SKALASI

Tam aktif, tim hastalik oncesi aktivitelerini kisitlama olmaksizin 0
yapabiliyor
Zorlu fiziksel aktivitede kisitlama var, ancak ayakta ve hafif iseri 1
yapabiliyor
Ayakta ve kendi bakimini yapabiliyor, ancak herhangi bir iste B

calisamiyor ve gunduz saatlerinin yansindan fazlasini ayakta gecirebiliyor

Kendi bakimini yapmakta zorlamyor, gundiz saatlerinin yansindan 3
fazlasinda yatiyor ya da sandalyede oturuyor

Kendi bakiminm yapamiyor, tam olarak sandalye veya yataga bagiml

Bu hastada ECOG ? ECOG




Tedavi Kararini Etkileyen Faktorler

* Hastanin performans durumu

* Hastaligin evresi

* TUmorun histopatolojisi




TNM Evreleme Sistemi

T= Tumors : tumor size, (local invasion)

N= Node : node involvement (size and type)

M= Metastasis : general involvement in organs
and tissues




Table 1. Proposed T, N, and M descriptors for the eighth edition of TNM classification for lung cancer
T: Primary tumor

Tx Primary tumor cannot be assessed or tumor proven by presence of malignant cells in sputum
or bronchial washings but not visualized by imaging or bronchoscopy
TO Mo evidence of primary tumor
Tis Cardnoma in situ
T Tumor <3 ¢m in greatest dimension surrounded by lung or visceral pleura without bronchoscopic
evidence of invasion more proximal than the lobar bronchus (i.e., not in the main bronchus)”
T1a(mi) Minimally invasive adenocarcinoma”
T1a Tumor =1 cm in greatest dimension”
Tib Tumor >1 cm but =2 cm in greatest dimension”
Tic Tumor >2 cm but <3 cm in greatest dimension”
T2 Tumor =3 cm but €5 cm or tumor with any of the following features™:

- Involves main bronchus regardless of distance from the carina but without involvement
of the carina

- Invades visceral pleura

- Associated with atelectasis or obstructive pneumonitis that extends to the hilar region,
involving part or all of the lung

T1a Tumor >3 cm but =4 c¢m in greatest dimension
Tib Tumor >4 cm but <5 c¢m in greatest dimension
T3 Tumor >5 cm but =7 c¢m in greatest dimension or associated with separate tumor nodule(s)

in the same lobe as the primary tumor or directly invades any of the following structures:
chest wall {including the parietal pleura and superior sulcus tumors), phrenic nerve,
parietal pericardium

T4 Tumor =7 cm in greatest dimension or associated with separate tumor nodule(s) in a different
ipsilateral lobe than that of the primary tumor or invades any of the following structures:
diaphragm, mediastinum, heart, great vessels, trachea, recurrent laryngeal nerve, esophagus,

vertebral body, and carina
Journal of Thoracic Oncology  Vol. 11 No. 1: 39-51



IASLC

ORIGINAL ARTICLE

The IASLC Lung Cancer Staging Project: Proposals @m,m
for Revision of the TNM Stage Groupings in the
Forthcoming (Eighth) Edition of the TNM

Classification for Lung Cancer Journal of Thoracic Oncology ~ Vol. 11 No. 1: 39-51
N: Regional lymph node involvement
Mx Regional lymph nodes cannot be assessed
NO Mo regional lymph node metastasis
M1 Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph nodes and intrapulmonary
nodes, induding involvement by direct extension
N2 Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s)
M3 Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene,

or supraclavicular lymph node(s)
M: Distant metastasis

MO Mo distant metastasis
M1 Distant metastasis present
M1a Separate tumor nodule(s) in a contralateral lobe; tumor with pleural or pericardial nodule(s)
or malignant pleural or pericardial effusion”
M1b S5ingle extrathoracic metastasis™

Mic Multiple extrathoracic metastases in one or more organs



Journal of Thoracic Oncology  Vol. 11 No. 1: 39-51
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OLGU- Dogru Evrelemeyi Nasil Yapalim ?




CT Scan PET Scan PET-CT Scan



Sag akciger alt lob bronsunda 45x30 mm
SUV 34 kitle

Sag alt paratrakeal SUV 4.5 milimetrik
LAP

Uzak metastaz saptanmadi




Table 1. Proposed T, N, and M descriptors for the eighth edition of TNM classification for lung cancer
T: Primary tumor

Tx Primary tumor cannot be assessed or tumor proven by presence of malignant cells in sputum
or bronchial washings but not visualized by imaging or bronchoscopy
TO Mo evidence of primary tumor
Tis Cardnoma in situ
T Tumor <3 ¢m in greatest dimension surrounded by lung or visceral pleura without bronchoscopic
evidence of invasion more proximal than the lobar bronchus (i.e., not in the main bronchus)”
T1a(mi) Minimally invasive adenocarcinoma”
T1a Tumor =1 cm in greatest dimension”
Tib Tumor >1 cm but =2 cm in greatest dimension”
Tic Tumor >2 cm but <3 cm in greatest dimension”
T2 Tumor =3 cm but €5 cm or tumor with any of the following features™:

- Involves main bronchus regardless of distance from the carina but without involvement
of the carina

- Invades visceral pleura

- Associated with atelectasis or obstructive pneumonitis that extends to the hilar region,
involving part or all of the lung

Tla Tumor >3 cm but =4 c¢m in greatest dimension
Tib Tumor >4 cm but €5 ¢m in greatest dimension
T3 Tumor >5 cm but =7 c¢m in greatest dimension or associated with separate tumor nodule(s)

in the same lobe as the primary tumor or directly invades any of the following structures:
chest wall {including the parietal pleura and superior sulcus tumors), phrenic nerve,
parietal pericardium

T4 Tumor =7 cm in greatest dimension or associated with separate tumor nodule(s) in a different
ipsilateral lobe than that of the primary tumor or invades any of the following structures:
diaphragm, mediastinum, heart, great vessels, trachea, recurrent laryngeal nerve, esophagus,

vertebral body, and carina
Journal of Thoracic Oncology  Vol. 11 No. 1: 39-51
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for Revision of the TNM Stage Groupings in the
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Classification for Lung Cancer Journal of Thoracic Oncology ~ Vol. 11 No. 1: 39-51
N: Regional lymph node involvement
Nx Regional lymph nodes cannot be assessed
NO Mo regional lymph node metastasis
M1 Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph nodes and intrapulmonary
nodes, induding involvement by direct extension
N2 Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s)
M3 Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or contralateral scalene,

or supraclavicular lymph node(s)
M: Distant metastasis

MO Mo distant metastasis
M1 Distant metastasis present
M1a Separate tumor nodule(s) in a contralateral lobe; tumor with pleural or pericardial nodule(s)
or malignant pleural or pericardial effusion”
M1b S5ingle extrathoracic metastasis™

Mic Multiple extrathoracic metastases in one or more organs
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PET- Yanlis Pozitif veya Yanlis Negatif ???

* PET yanlis pozitiflikler
* Enfeksiyon: Tuberktloz, pnémoni, aspergillus
* Enflamasyon: Sarkoidoz, kollajendz

* PET yanlis negatiflikler
e DuUsuk metabolik aktiviteli timorler
* Cap<lcm




Akciger Kanseri Evrelemesi

e Radyolojik
e Toraks BT
e PET

e Histopatolojik
* Bronkoskopi
e EBUS- EUS
* Mediastinoskopi, mediastinotomi
e VATS
* Uzak metastaz bolgelerinden biyopsi




Endobronsiyal ULTRASON (EBUS)

* EBUS, bronkoskopi sirasinda havayollarina komsu yapilarin gercek
zamanli gérintulenmesi

* Konveks prob EBUS

e 2002’de fleksibl bronkoskop ucunda yeni konveks transduser gelistirilmis (7.5
Mhz frekans).

e Radial EBUS

75 MHz Optical system
convex forward oblique






woring chamnel 69 CP-EBUS

7,5 mHz
Doppler fonksiyonu

75 MHz Optical system /
convex forward oblique /
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| First Author Year  No. ' Thoro Prev Spec PPV NPV |
CHEST Supplement
DIAGNOSIS AND MANAGEMENT OF LUNG CANCER, 3RD ED: ACCP GUIDELINES Nadar ajan‘“o 20 l 0 34 CN2-3 Sel 8 8 l 00 ( l 00)‘ ( l OO). ( ' 00)"
Methods for Staging Non-small Cell Toumoy3 o3 2008 100 c¢NO-3 Sys 83 95 (100)*  (100)* (8 l)b
Lung Cancer Wallace' 2001 121 ¢N2-3 Sel 79 87  (100)* (100)* 68
Diagnosis and Management of Lung Cancer, Annema'” 2004 36 cN2-3 Sys 78 93  (100)* (100)* 80
Evidenoe.Based Clniog, Practios Guinslines. Wiersema™” 2000 29 eN2-3  Sel 76 | 100  (100)* (100)* 100
Gerard A Silvestri, MD, FCCP; Anne V. Gonzalez, MD; Michael A. Jantz, MD, FCCP; Fritscher.R avens30l 2000 3 5 CN2°3 le 74 96 ( | OO). ( 1 Oo)a 90
Toren]. Harmi M, FCCE and Frank G. metesbunt, D, pGp o M- FOCP: Annema’*® 2005 215 ¢NO-3  Sys 71 91 (100)*  (100)* 74
Larsen’* 2002 29  ¢N2-3 Lim 69 90  (100)* (100)* 82
ST 14815 i 2053 SUPPLEME Annema’®™ 2010 551 cN2-3 Sys 66 83 (100)* (100)* 75
Y Caddy™ 2005 36  cNO-3 Sel 65 92 (100" (100)* 83
Kalade®"' 2008 33  ¢NI1-3 Sel 64 95  (100)* (100)* 92
Silvestri’® 1996 26 cNO-3 Sys 62 89 (100"  (100)* 82
Gress™™ 1998 24  ¢N2-3 Sel 58 93  (100)* (100)* 90
Herth®” 2010 139  ¢NI1-3 Sel 52 89  (100)* (100)* 82
Talebian™ 2010 152 cN2-3 Sys 49 74 (100)*  (100)* 73
Sawhney*" 2006 65 cN2-3  Sys 48 87  (100* (100)* 90
Fritscher-Ravens'™ 2003 33 cNO-3 Sys 4K 88 (100)*  (100)* 89
Larsen™ 2005 58  cNO0-3 Sys 47 87  (100)* (100)* 87
Eloubeidi*"* 2005 104  ¢N2-3 Sys 4l 93  (100)* (100)* 96
Eloubeidi’" 2005 35  cN2-3 Sys 37 91 (100)*  (100)* 97
Annema’"’ 2005 100 c¢N2-3  Sys 36 71 90 86 85
Wallace™ 2004 69 cNO Sys 36 61 (100)*  (100)* 82
LeBlanc™’ 2005 67 cNO Sel 33 45 (100 (100)* 79
Wallace™ 2008 138  ¢N2-3  Sys 30 69  (100)* (100) 88
Szlubowski’™ 2010 120 cNO Sel 22 50 99 93 87
Fernandez-Esparrach™ 2006 47 c¢NO Sys 21 50 (100)*  (100)* 88
Median: prevalence > 80 % sys 50% 96 2
Median: prevalence 60-79 % sys 40% 92 82
Median: prevalence 40-59 % sys 1% 88 88
Median: prevalence 20-39 % sys 71% 61 87
Median: ¢N1-3 % sys 4% 92 89




OLGU- EBUS TBNA

 Mediastende 4L-11L-7- 4R-11R: Bening Lenfoid Doku




OLGU- Tedavi Karari




KGcuk Hucreli Akciger Kanserinde Karar

* Toraks digina ¢tkmamig kiicuk hucreli akciger kanserinde
* Kemoterapi + Radyoterapi = Immunoterapi
* Tam yanit alinan olgularda proflaktik kranial RT

* Metastatik olgularda |
* Yalnizca kemoterapi £ Immunoterapi




KGcuk Hucreli Dist Akciger Kanserinde Karar

Tani aninda KHDAK hastalari hastaligin yayilim durumu ve tedavi
yaklasimi acisindan 3 ana gruba ayrilabilir:

Ameliyatla rezeke edilebilir hastalik (genellikle Evre |, Il ve cok nadir
Evre Il hastalar).

Lokal (T3-4) veya bolgesel (N2-3) olarak ilerlemis hastalik

Uzak metastaz yapmis hastalik (M1)




KGcuk Hucreli Dist Akciger Kanserinde Karar

* Erken evre hastalikta
* Cerrahi temel yaklasimdir
* Gerekli olgularda adjuvan kemoterapi ve radyoterapi uygulanir.

 Lokal ileri hastalikta
 radyoterapi (RT) ve kemoterapi (KT),
* bazi olgularda da ikisi eszamanli (kemoradyoterapi= KRT) uygulanir.

* Metastatik olgularda
* Kemoterapi + Immiinoterapi
* Hedefe yonelik tedaviler
e immiinoterapi




OLGU- Bu hastaya ne yapalim ?




OLGU- Tedavi Karari

*Sag bilobektomi




Hastanin kizi: Babam ne kadar yasar ?




Mortalite- SUrvi

* Akciger Kanserinde mortaliteye etkili olan faktorler ?

* Yas, ek hastalik, performans

* Histopatolojik tiir- gen polimorfizmleri

* Hastaligin evresi



Evreye gore KHDAK'de 5-yillik sagkalim oranlari

60 -

Akciger kanserinde 5-yillik sagkalim
dusuktir ve buyuk oranda hastalik
evresine baglhdir

50 -

40

30

20

5-yillik sagkalim (% hasta)

10 +

Evre la Evre Ib Evre lla Evre llb Evre llla Evre Illb Evre IV



Platin
temelli
Cisplatin

Ugtncl

temelli jenerasyon

Rejimler rejimler

6-8 ay 8-10 ay

Median sagkalim (ay)

1970s 1980s 1990s 2000s

lleri evre KHDAK’de beklenen median yasam suresi
Destek tedavi ile 3-4 ay, eski kemoterapi rejimleri ile 6-8 ay,

Guncel ikili kombinasyonlar (platin ve 3. jenerasyon ajanlar) ile 8-10 ay
EGFR mutasyonu veya ALK translokasyonu olanlara hedefli tedaviler verilmesi
ile 28 ayin tzerine ¢cikmistir.




Hastanin kizi:

Gec mi kaldik ? Erken yakalanamaz miydi ?




Ik tanida akciger kanseri evresi

Akciger kanseri hastalarinin
Evre || cogunluguna kanser ileri bir

%48

evreye ulastiginda tani
koyulmaktadir

Evre llla

Evre lllb






Erken Tani Koymak MUmkin ma ?

e Akciger kanseri taramasi
* Kime ?
* Ne zaman ?

 Nasil| ?



Preclinical phase

=
Preclinical detection phase
by CT scan

death
|
__Onset of lung cancer |
Primary prevention
Prevent further
deterioration of lung cancer

CT: Computed Tomography. LC: lung cancer.




N cancers MbPI|

Review
Lung Cancer Screening, towards a Multidimensional
Approach: Why and How?

Jonathan Benzaquen 20, Jacques Boutros 1, Charles Marquette 12*(), Herve Delingette * and
Paul Hofman 24

Cancers 2019, 11, 212; dot:10.33%0/ cancers11020212



Table 1. Summary of the National Lung Screening Trial (NL5T) and the NELSON trials.

NLST NELSON

Country USA BE/NL
Enrollment 2002-2004 2003-NR
Number of Centers 33 4
Number of screens 3
Screening planned at years 1,2and 3 1,2and 4
Comparison LDCT vs. Xray LDCT vs. usual care
Population

Age 55-74 50-649 (50-75)

Smoking (pack-years) =30 >15*

S X both (male 59%) men ” (male 84%)

Years since quit <215 <210

Patients Screened, n 26,722 vs. 26,732 7907 vs. 7915

Planned follow-up, y >7 10

Nodule Size warranting 2009 + VDT
: 2011
Follow-up
014 Z10mMT L ypy
(=5 mm)
LC diagnosed at screening, % 1.02 0.9

5 mm Reduction of LC mortality

*, =15 cigarettes/day for 25 years or =10 cigarettes/day for 30 years; °, both in Belgium; VDT, volume doubling
time: ©, in men.

Cancers 2019, 11, 212; doi:10.33%0,/ cancers11020212



DDSBT Taramalari Rehber Onerileri



Organizasyon

Akciger Kanseri Tarama Onerileri

National Comprehensive Cancer
Network

American Cancer Society

Centers for Medicare and
Medicaid Services

2015

2015

2015

55-74 yas arasl, = 30 paket/yil sigara oykisi

Halen sigara kullanan veya sigara birakma suresi 15
yildan kisa olan

> 50 yas ve > 20 paket/yil sigara oykusu olup ek 1 risk
faktoru varsa

55-74 yas arasl, = 30 paket/yil sigara oykusu

Halen sigara kullanan veya sigara birakma stresi 15
yildan kisa olan

Ve genel saglik durumu iyi olan

55-74 yas arasl, = 30 paket/yil sigara oykusu
Halen sigara kullanan veya sigara birakma stiresi 15
yildan kisa olan ve akciger kanseri oykusi olmayan



YETERLI TANI ?
YETERLI TEDAVI ?

YETERLI TARAMA?

YETERLI KORUMA ?




Hastanin kizi:

Sigarayi biraksa kanser olmaz miydi ?




FIGURE S.5: TREND OF SMOKING PREVALENCE (%) IN CANADA, 1999-2012
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FIGURE S.1: AGE-STANDARDIZED INCIDENCE RATES PER 100,000 FOR LUNG
CANCER, CANADA, 1984-2013
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FIGURE S.3: TREND OF LUNG CANCER AGE-STANDARDIZED MORTALITY RATES,
CANADA, 1984-2013
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Real Decreto 192/1988 (Espafia)

! AYUDANOS ;

ATREVETE A DECIR

NO ACEPTO SER
FUMADOR PASIVO

! AYUDATE ;

NOG)

SMOKING

www.pestilencias.org

L
-y

\V/

No smoking
Rauchen verboten
Défense de fumer

Vietato fumare

==

Prohibido fumar
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