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AKCIGER HASTALIKLARI ve YOGUN BAKIM GUNLERI: 3
Tani ve Tedavide Son Gelismeler Sempozyumu

Kuicuk Hucreli Disi Akciger Kanserinde Temel Tedavi
Yaklasimlari

Ulki Yilmaz
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2025 yilinda dunya genelindeki yeni tani alan akciger kanseri
olgularinin sayisinin yaklasik 2.5 milyon olacagi tahmin edilmektedir.



Turkiye’de durum...

ERKEK KADIN
Trakea Brons Akciger 538 416 Meme
Prostat Tiroid
Kolorektal Kolorektal
Mesane Uterus Korpusu
Mide Trakea Brong Akciger
Non-Hodgkin lenfoma Mide
Larinks Over
Bibrek Non-Hodgkin lenfoma
Tiroid Uterus Serviksi
Pankreas Beyin, sinir sistemi

TURKIYE’DE EN SIK GORULEN iLK 10 KANSER, 100.000 kiside,
2015
YENI TANI: 24.274 (TUM KANSERLI OLGU SAYISI: 167.463:%14,4)



American Thoracic Society Documents

An Official American Thoracic Society/European Respiratory
Society Statement: The Role of the Pulmonologist in the
Diagnosis and Management of Lung Cancer

Mina Gaga, Charles A. Powell, Dean E. Schraufnagel, Nicolas Schonfeld, Klaus Rabe, Nicholas S. Hill,
and Jean-Paul Sculier; on behalf of the ATS/ERS Task Force on the Role of the Pulmonologist in the Management of Lung Cancer

THIS OFFICIAL STATEMENT OF THE AMERICAN THORACIC SOCIETY (ATS) AnD THE EUROPEAN RESPIRATORY SOCIETY (ERS) waASs APPROVED
BY THE ATS BoarD oF DIrRecTORS. MarcH 2013, anD By THE ERS STEERING CoMMITTEE,. NOVEMBER 2012

Akciger kanserli hasta yonetiminde gogiis hastaliklari
uzmani

* Tani

* Evreleme

* Endobronsiyal girisimsel islemlerin uygulanmasi

* Komorbid hastaliklarin sagaltimi

* Tedavi seceneklerinin tartisiimasi

* Pulmoner rehabilitasyon planlanmasi ve uygulanmasi
e KoOtu haberin hastaya verilmesi

* Tedavi ve takip

* Destek tedavinin planlanmasi

* Her asamada sigaranin birakilmasi...



Baslangi¢ degerlendirmede...

Genel Hasta oykus

degerlendirme Fizik muayene
Ko morbiditelerin, paraneoplastik sendromlarin,
hasta 6ncelikleri, fonksiyonel durumunun
degerlendirilmesi

Goriintiileme Akciger grafisi, Kemik sintigrafisi
Toraks BT, BBT
PET BT,
Kranial MR

Laboratuvar - Tamkan
- Renal fonksiyonlar

- Karaciger enzimleri
- Kemik parametreleri

Kardiyopulmoner - FVC, FEV1, DLCO, EKO: EF
- EKG KAG
- Gerekirse KPET

Doku tanisi - Bronkoskopi Mediastinoskopi
- EBUS/EUS

- BT esliginde biyopsi

CHEST, ERS/ESTS, ESMO, NICE Guideline



Baslangic degerlendirme

* Bilgisayarli tomografi
v’ Toraks ve st abdomen

* PET-BT

v Radikal tedavi dusunuliyorsa

* Solunum fonksiyon testleri

e Kranial gorinttuleme (MRG)

v' Hasta semptomatik ise
v' Evre lll ve IV hastalik s6z konusu ise (ACCP)

Thorax 2010; 65 (Suppl Ill); iii1-iii27
Chest 2013; 143(5): 2111s-250s
NCCN 2019
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Temel olarak AC kanserinden şüphelenilen tüm olgularda klinik evreleme radyolojik görüntüleme ile başlar.Başlangıç görüntülemede toraks BT istenmektedir. 
KC ve adrenal bezlerin görüntülendiği üst abdomen CT ya da bu bölgeyi de içeren bilgisayarlı taraks tomografisi istenmelidir. 
Semptom ve lokal bulgu varlığında bu alanları içeren görüntüleme yöntemleri ile en yüksek radyografik evre belirlenerek biyopsiiçin de optimum alanın görüntülenmesi sağlanır.


Baslangi¢ degerlendirmede...

Genel - Hasta oykusi
degerlendirme - Fizik muayene
- Ko morbiditelerin, paraneoplastik sendromlarin,
hasta 6ncelikleri, fonksiyonel durumunun
degerlendirilmesi

Goriintiileme - Akciger grafisi, Kemik sintigrafisi
- Toraks BT, BBT
- PET BT,
- Kranial MR

Laboratuvar Tam kan
Renal fonksiyonlar

Karaciger enzimleri
Kemik parametreleri

Kardiyopulmoner FVC, FEV1, DLCO,
EKG
Gerekirse KPET
Doku tanisi - Bronkoskopi Mediastinoskopi
- EBUS/EUS

- BT esliginde biyopsi

CHEST, ERS/ESTS, ESMO, NICE Guideline



Operasyon oncesi kardiyak fonksiyonel degerlendirme

RCRI>2
1)llag tdv gerektiren
kardiyak sorun

2)Yeni stipheli
kardiyak hastalk
3) Iki kat merdiven
¢ikamama

|'Evet

Hayir

Kardiyoloji konsiltasyonu

|

Kardiyak
miidahale

Yeni medikal midahale
Beta bloker, antikoagiilan,

statinler
‘\_1__‘_________#_____.-—"
v |
A 4
Cerrahi >6 hafta Solunum Fonksiyon Testleri
ertelenir

Hikaye

| Fizik muayene

EKG

RCRI hesaplanmasi

RCRI

- Yiksek riskli cerrahi (Lobektomi
Veya pnémonektomi)

Iskemik kalp hastalig

Kalp yetmezligi

InsGlin bagimli DM

Gegirilmis TIA

Kreatinin>1 mg/dI

ERS/ESTS Guideline Eur Respir J 2009;34:17-41



Fonksiyonel degerlendirme

Cerrahi: Torakotomi vs minimal invaziv

PPO FEV 1= Preoperatif
FEVI1 X (1-y/z)

Diisik risk

veya negatif kardiyak

degerlendirme

Degeriendirme parametrelerini etkileyen riskler:
Hastaya bagl: Yas, komorbidite

Merkeze baghi: Ozellesme, olgu sayisi

Yaklagim: Komplikasyon yonetimi

ppo FEV1%
ppoDLCO%

Kardiyak yiksek risk | . /
ppoFEV1 veya i —.
" [ppoDLCO<%30 —pi ¥
| 9
Merdiven<22 m
veya
GAY<400m
T
g wm Merdiven gikma veya
Vaya ikisi>%30 Glttlkge artan yurime
testi
Ppo FEV1 ve -
ppoDLCO>%60

VO2max

<10 mi/kg/dk
veya %35-75

VO2Zmax

10-20 mi/kg/dk
veya %35-75

VO2 max>20
ml/kg/dk

Veya >%75

>22m

>400 m

ORTA
RISK

|
.

-\ pOsUK

American College of Chest Physicians evidence Based Clinical
practice Guidelines. Chest 2013; 143(5) Suppl!: 168-190.
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Cerrahi adayı hastalarda operasyon sonrası mortalite ve morbidite, operasyon öncesi birinci saniyede zorlu ekspiratuvar volüm (FEV1) ve karbonmonoksit difüzyon kapasitesi düzeyleri ile öngörülebilir (8). Predikte edilen postoperatif FEV1 (PPO FEV1) değeri anahtar parametredir. FEV1 değeri normal olan operasyon öncesi hastaların %40’ında DLCO sonuçları bozuk bulunmuştur. Bu nedenle mutlaka PPO FEV1 ve PPO DLCO değerlendirilmelidir. Bu oran rezeke edilecek segment sayısı üzerinden hesaplanabilir.
                           PPO FEV1= Preoperatif FEV1 X (1-y/z)
Bu formülde post-bronkodilatatör FEV1 dikkate alınmalıdır, z; total akciğer segment sayısını, y ise rezeke edilmesi planlanan segment sayısını ifade etmektedir.
 Düşük FEV1 ve DLCO sonuçlarına sahip hastalarda egzersiz testi ile ileri değerlendirme yapılmalıdır. Maksimum oksijen tüketimi 10 mL/kg/dk olan hastalarda komplikasyon olasılığı yüksektir. Ön görülen FEV1 ve DLCO % 40’ın üzerinde ise cerrahi rezeksiyon kabul edilebilir. Operasyon öncesi fonksiyonel değerlendirme algoritması Şekil 2’de belirtilmiştir (8). Operasyon öncesi değerlendirmede fonksiyonları bozuk olan hastalarda, fonksiyonel olmayan akciğer bölümlerinin rezeksiyonu pulmoner fonksiyonlarda düzelme sağlayabilmektedir. Bu konu ile ilgili geniş kapsamlı rehberler yoktur ancak solunum fonksiyonları sınırlı hastada (FEV1 %30-65)  amfizem de mevcutsa, amfizemin anatomik, fizyolojik özellikleri ile birlikte kitlenin lokalizasyonu ayrıntılı olarak değerlendirilmelidir.  Hastanın volüm küçültücü cerrahi (LVRS) ile birlikte kitleye yönelik anatomik rezeksiyona uygun olup olmadığı belirlenmelidir (9).



lani ve molekdiler degerlendirme i¢in ne kadar érnek alinmall?

Molekiiler testlerin degerlendirilmesinde

Endobronsial/transbronsial 6rneklemede multipl
biyopsi: en az bes biyopsi histopatolojik tani; IHC ve
molekuler analiz icin gerekli

Kanit diizeyi B

Transbronsial 6rneklemede multipl biyopsi: en az dért
biyopsi histopatolojik tani; IHC ve molekiler analiz icin
gerekli

Kanit diizeyi 1B

Perkitan biyopsi icin en az iki doku ornegi
alinmalidir

EBUS TBNA veya Konvansiyonel TBNA
materyali >100 hiicre mevcutsa uygundur

- Kullanilan igne kalinligi, miniforseps
kullanimi, aspirasyon, sedasyon turu,
islem sayisi, LN da harcanan sire ile
molekiler test pozitifligi arasinda iliski
saptanmamistir. Uygulama sayisi olarak
4 optimal rakamdir

Hlcre blogu hazirlamada degisik
teknikler, kazinmis preperat, arsiv
slaytlari, fresh spesimen EGFR
degerlendirmede esit degerliktedir.

Respiration 2014, 88: 500-17
Lung Cancer ERS Monograph 2015,68: 119-136



CAP/IASLC/AMP Onerileri:

* EGFR, ALK, ROS1 Tum non skuamoz akciger kanserli olgularda,

* Rutin kulanimda onerilmeyen, EGFR, ALK, ROS1 negatif ise: BRAF, RET, ERB B2
(HER2), KRAS, MET

* Hasta adenokarsinom degilse: Klinik 6zellikler stirlici gen mutasyonunu
dusinduriyor ise klinisyen isteyebilir.

* Hedeflenebilir mutasyonu bulunan olgularda relaps gelistiyse:
v EGFR mutasyonu bulunan olguda T790 M,

v' ALK mutasyonu bulunan olguda direng sonrasi rutin test yoktur
* Likid biyopsi:
v’ Dolasimdaki serbest DNA degerlendirilmesi akciger adenokarsinom tanisinda, EGFR ve diger
mutasyonlarin tespitinde onerilmez

Arch Pathol Lab Med. 2018;142:321-346; doi: 10.5858/ arpa.201 7-0388-CP)


Presenter
Presentation Notes
College of American Pathologists, the International Association for the Study of Lung Cancer, and the Association for Molecular Patholog
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T1b

T1c
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T1la

T1b

Tlc

T2a

T2b

T3

T4

NO

N1

38.TNM

Cerrahi, Evre | ve |l KHDAK'de, prosedur ile iligkili
riskleri kabul eden hastada seckin yaklasimdir (l11, A)

Periferik yerlesimli, rezeksiyona uygun, CT ve PET
goruntiuleme yontemlerine gére nodal metastazi
olmayan hastada cerrahi rezeksiyon onerilir (I, A)

Lobektomi, >2 cm, solid gortinimli timorde standart
yaklasimdir (I, B)

Annals of Oncology 28 (Supplement 4): ivi—iv21, 2017 doi:10.1093/annonc/mdx222
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Surgery should be offered to all patients with stage I and II 
NSCLC as the preferred treatment to all who are willing to 
accept procedure-related risks [III, A].�• For patients with a non-centrally located resectable tumour 
and absence of nodal metastasis on both CT and PET images, 
surgical resection is recommended [I, A].�• Anatomicalresectionispreferredoverwedgeresection[I,A]. 
Lobectomy is still considered the standard surgical treatment of tu- 
mours 􏰂 2 cm in size that have a solid appearance on CT [II, B].�




ET ve PET veya PET-ET

Medizstingl LN nezatif
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Periferik tumor Santral _t_iinﬁ-r
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Doku tanis
EBUS/EUS

Medizstinal LM |+ EBUSEUS da
| Med@st=n LN {_]

Medicsten LN {+]
P e

Eur Journal of Cardio-Thoracic Surgery (2014)1-12
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For part-solid tumours, the size of the invasive component should 
be used to assign the T category for clinical staging [III, A]. 
Surgery should be offered to all patients with stage I and II 
NSCLC as the preferred treatment to all who are willing to 
accept procedure-related risks [III, A].�• For patients with a non-centrally located resectable tumour 
and absence of nodal metastasis on both CT and PET images, 
surgical resection is recommended [I, A].�• Anatomicalresectionispreferredoverwedgeresection[I,A]. • Anatomical segmentectomy is generally considered accept- 
able for pure GGO lesions or adenocarcinomas in situ or 
with minimal invasion [III, B].�• Lobectomy is still considered the standard surgical treatment of tu- 
mours 􏰂 2 cm in size that have a solid appearance on CT [II, B].�• Lymph node dissection should conform to IASLC specifica- 
tions for staging [III, A].�• Either open thoracotomy or VATS access can be carried out 
as appropriate to the expertise of the surgeon [III, A].�• VATS should be the approach of choice in stage I tumours 
[V, C].�• For patients with multifocal lung cancer, complete resection 
is recommended whenever possible. All patients with multi- focal lung cancer should be discussed in a multidisciplinary tumour board [III, B]. 

Subsolid lesions need dedicated radiological expertise for 
evaluating the lung lesion composition [V, A]. 
If two lung lesions fulfil the criteria for two primaries these 
should be evaluated and treated accordingly [III, A]. 
For patients with abnormal mediastinal and/or hilar lymph nodes at CT and/or PET, endosonography is recommended 
over surgical staging [I, A]. 
The preferred first technique for pathological confirmation of 
suspect nodes is needle aspiration under EBUS and/or EUS guidance [I, A]. 
Volume 28 | Supplement 4 | August 2017 
• IfEBUSand/orEUSdoesnotrevealnodalinvolvementinasitu- ation of high clinical suspicion, mediastinoscopy is indicated [I, A]. • Mediastinoscopyisthetestwiththehighestnegativepredict- 
ive value to rule out mediastinal lymph node disease [I, A].�• ScreeningforbrainmetastasesbyMRImightbeusefulinpa- 
tients considered for curative therapy [III, B]. 



Calculator: Solitary pulmonary nodule malignancy risk in adults (Brock University cancer prediction equation)

ogodds = (0.0287 * (Age - 62)) + Sex + FamilyHistoryLungCa + Emphysema - (53854 * {{Nodtlesimﬁl)}” -1.58113883)) + Noduletype + NoduleUpperLung - (0.0824 * (Nodulecount - 4)) + Spiculation - 6.7892

cerprobability = 100 * (g{L0900dS) ; (4 , g(Logodds);,

Input;

Age |51 years v
Sex' Female (0.6011)
* Male (0)
Family history of lung cancer._ (0.2961)
Emphysemal# (0.7953)
Nodule size |15 mm v
Nodule type' Nonsolid or ground-glass (-0.1276)
Partially solid (0.377)

Results:

Log odds -2.44
Cancer probability |7.93 % A

Decimal precision |2 ¥

# Solid (0)
Nodule in upper lungl (0.6531) | Resetform |
Nodule count |1 # v
Spiculation (0.7729)
PET-BT Adenokarsinom

T2aNOMO plB




Akciger Adenokarsinom klinik ve patolojik evre dnerileri

BT Gorunumu O @ @ @
Solid bolim Ocm 0Ocm <0,5cm 0,6-1 cm 1,1-2 cm 2,1-3 cm
cT Buzlu cam iceren | £0,5cm 0,6-3cm <3cm 0,6-3cm 1,1-3cm 2,1-3cm
total timor
boyutu
Patolojik ayirici AAHI, AIS, MiA, | AIS; MIA; | LPA, invaziv invaziv AD
tani AIS,MiA LPA LPA invaziv AD, LPA
AD, MiA
Klinik evre cTis cT1mi cT1la cT1b cTlc
pT invaziv bolim Ocm Ocm <0,5cm 0,6-1 cm 1,1-2 cm 2,1-3cm
Lepidik patern Genellikle | £3 cm <3cm 0,6-3cm |[1,1-3cm | 2,1-3cm
iceren tumor <0,5cm
boyutu
Patoloji AAH AIS MiA Lepidik Lepidik Lepidik
komponent | komponent | komponent
i olan i olan i olan
invaziv AD invaziv AD invaziv AD
Patolojik evre pTis pT1lmi pTla pTlb pTlc
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For part-solid tumours, the size of the invasive component should 
be used to assign the T category for clinical staging [III, A]. 
Subsolid lesions need dedicated radiological expertise for 
evaluating the lung lesion composition [V, A]. 
If two lung lesions fulfil the criteria for two primaries these 
should be evaluated and treated accordingly [III, A]. 
For patients with abnormal mediastinal and/or hilar lymph nodes at CT and/or PET, endosonography is recommended 
over surgical staging [I, A]. 
The preferred first technique for pathological confirmation of 
suspect nodes is needle aspiration under EBUS and/or EUS guidance [I, A]. 
Volume 28 | Supplement 4 | August 2017 
• IfEBUSand/orEUSdoesnotrevealnodalinvolvementinasitu- ation of high clinical suspicion, mediastinoscopy is indicated [I, A]. • Mediastinoscopyisthetestwiththehighestnegativepredict- 
ive value to rule out mediastinal lymph node disease [I, A].�• ScreeningforbrainmetastasesbyMRImightbeusefulinpa- 
tients considered for curative therapy [III, B]. 



mm altinda lokalize, cesitli
derecelerde atipik dzellik tasiyan,
alveoler duvar ile sinirli hiicre
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Uzerinde invaziv komponent il
" TR S e

1

Anatomik segmentektomi AiS veya MiA lezyonlarinda genel  :iii \
kabul gbren yaklasimdir (Il1, B) N
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Anatomicalresectionispreferredoverwedgeresection[I,A]. • Anatomical segmentectomy is generally considered accept- 
able for pure GGO lesions or adenocarcinomas in situ or 
with minimal invasion [III, B]�
For part-solid tumours, the size of the invasive component should 
be used to assign the T category for clinical staging [III, A]. 
Subsolid lesions need dedicated radiological expertise for 
evaluating the lung lesion composition [V, A]. 
If two lung lesions fulfil the criteria for two primaries these 
should be evaluated and treated accordingly [III, A]. 
For patients with abnormal mediastinal and/or hilar lymph nodes at CT and/or PET, endosonography is recommended 
over surgical staging [I, A]. 
The preferred first technique for pathological confirmation of 
suspect nodes is needle aspiration under EBUS and/or EUS guidance [I, A]. 
Volume 28 | Supplement 4 | August 2017 
• IfEBUSand/orEUSdoesnotrevealnodalinvolvementinasitu- ation of high clinical suspicion, mediastinoscopy is indicated [I, A]. • Mediastinoscopyisthetestwiththehighestnegativepredict- 
ive value to rule out mediastinal lymph node disease [I, A].�• ScreeningforbrainmetastasesbyMRImightbeusefulinpa- 
tients considered for curative therapy [III, B]. 
�



Supraclavicular zone

@ 1 Low cervical, supraclavicular, and
sternal notch nodes

Mediastinal lenf bezi
orneklemesi

Superior mediastinal nodes

Upper zone
@ 2R Upper paratracheal (right)
@ 2L Upper paratracheal (left)
@ 3a Prevascular
@ 3p Retrotracheal
@ 4R Lower paratracheal (right)
) 4L Lower paratracheal (left)

v" Tum olgularda sistemik nodal
diseksiyon onerilmektedir

v’ Sag: 4,7,10S0l5, 6,7

v’ Lob spesifik sistemik nodal
diseksiyon; periferik yerlesimli

Aortic nodes

AP zone

@ 5 Subaortic

) 6 Para-aortic (ascending aorta or
phrenic)

Inferior mediastinal nodes

T1 timorde hiler ve interlober e Stz
LN negatif ise onerilir. pPT—

() 8 Paraesophageal (below carina)

& 9 Pulmonary ligament

N1 nodes

Hilar/interiobar zone
) 10 Hilar
@ 11 Interlobar

Peripheral zone
O 12 Lobar

— am =

ESTS guidelines for intraoperative lymph node staging in non-small cell lung cancer. Eur J Cardiothorac Surg. 2006,;30(5):787.
Guidelines on the radical management of patients with lung cancer. Thorax. 2010;65 Suppl 3:iiil.
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The European Society of Thoracic Surgeons (ESTS) organized a workshop dealing with lymph node staging in non-small cell lung cancer. The objective of this workshop was to develop guidelines for definitions and the surgical procedures of intraoperative lymph node staging, and the pathologic evaluation of resected lymph nodes in patients with non-small cell lung cancer (NSCLC). Relevant peer-reviewed publications on the subjects, the experience of the participants, and the opinion of the ESTS members contributing on line, were used to reach a consensus. Systematic nodal dissection is recommended in all cases to ensure complete resection. Lobe-specific systematic nodal dissection is acceptable for peripheral squamous T1 tumors, if hilar and interlobar nodes are negative on frozen section studies; it implies removal of, at least, three hilar and interlobar nodes and three mediastinal nodes from three stations in which the subcarinal is always included. Selected lymph node biopsies and sampling are justified to prove nodal involvement when resection is not possible. Pathologic evaluation includes all lymph nodes resected separately and those remaining in the lung specimen. Sections are done at the site of gross abnormalities. If macroscopic inspection does not detect any abnormal site, 2-mm slices of the nodes in the longitudinal plane are recommended. Routine search for micrometastases or isolated tumor cells in hematoxylin-eosin negative nodes would be desirable. Randomized controlled trials to evaluate adjuvant therapies for patients with these conditions are recommended. The adherence to these guidelines will standardize the intraoperative lymph node staging and pathologic evaluation, and improve pathologic staging, which will help decide on the best adjuvant therapy.AD�The North-American phase III ACOSOG Z0030 trial (NCT00003831) compared strategies of systematic lymph node dissection versus mediastinal lymph node sampling [37]. All patients initially underwent sampling of side-specific hilar and mediastinal lymph nodes. The 1111 patients whose sampled nodes were negative were then randomly assigned to a systematic nodal dissection or not. Systematic lymph node dissection did not improve survival of patients with early stage NSCLC nor did it decrease the incidence of local or regional recurrence. Surprisingly, unsuspected N2 involvement was identified in only 3.8 percent of patients randomly assigned to systematic nodal dissection, possibly a reflection that the pre-randomization lymph node sampling may have been quite thorough for many patients on this study.


Klinik evre | kanser

Erken evre hasta,
solunum fonksiyonlar kisitli ise...

FEV1<%65
- 1
]
Glivenle Amfizem bulgularivar mi?
Lobektomi
Hayir ‘ Evet ‘
Restrikif bir akciger Dk”_ﬂudﬁfﬂid? hﬂf"k FEV1<%30
hﬂﬁtﬂllul var ml? dKCIBEr TONKsIyoniari
6 FEVI %30-65
Amfizemtir(? Kitleninanatomik Cerrahi d|$| tedavi
verlesimi? olim kiclticd modelleri
cerrahiye uygun mu? SBRT? RFA?
]
Volimkiciltiicd Volim kiiciltiich cerrahi
cerrahiye uygun degi aday
Postop FEV1? l
Subloberrezeksiyon Vollm kiicGlticl cerrahiile

Kitle rezeksiyonu

alahilir mi?




Adjuvan kemoterapi: Rehberler ne diyor?

* Rezeksiyon yapilmis evre Il ve Ill KHDAK de adjuvan tedavi 6nerilmektedir (I, A)
e Evre IB, rutin olarak onerilmez. Yiiksek riskli hastalara:
>4 c¢cm, visseral plevra invazyonu, bilinmeyen lenf bezi tutulumu, kbt
diferansiye tiimoér, vaskiiler invazyon, sinirli rezeksiyon planlanabilir(ll,B)
 Sisplatin iceren iki ilac kombinasyonu onerilmektedir (1,A),
* Adjuvan tedavi planinda molekiler testler dnerilmemektedir (1V, B)

» Hedefe yonelik tedaviler bu amacla uygulanmamaktadir.

Adjuvant Therapy for Stage | to IlIA NSCLCs Clin Oncol 2017 by American Society of Clinical Oncology
Annals of Oncology 28 (Supplement 4): ivi—iv21, 2017 doi:10.1093/annonc/mdx222
NCCN Guideline version 2.2019
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Adjuvant ChT should be offered to patients with resected stage II and III NSCLC [I, A] and can be considered in patients with resected stage IB disease and a primary tumour > 4 cm [II, B]. Pre-existing comorbidity, time from surgery and postoperative recovery need to be taken into account in this decision taken in a multidisciplinary tumour board [V, A]. 
For adjuvant ChT, a two-drug combination with cisplatin is pref- erable [I, A]. In randomised studies, the attempted cumulative cis- platin dose was up to 300 mg/m2, delivered in three to four cycles. The most frequently studied regimen is cisplatin–vinorelbine. 
At the present time, the choice of adjuvant therapy should not be guided by molecular analyses, e.g. ERCC1 mutation testing [IV, B]. 
In the current state of knowledge, targeted agents should not be used in the adjuvant setting [II, A]. 
In view of the equivalence of neoadjuvant and adjuvant ChT for OS, the consistent results and broad evidence base sup- port adjuvant ChT as the timing of choice [II, C]. 
(Neo)adjuvant anti-PD(L)-1 checkpoint inhibitors are cur- rently being evaluated in addition to current standard of care 
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Ikinci primer akciger kanserine yaklasim
Hasta nasil degerlendirilmeli?

Ayrintili klinik degerlendirme...
 PET
Kranial MRG (veya BBT)

Invaziv mediastinal evreleme (Tercih; mediastinoskopi ile)

Her bir timor ayri evrelenmeli

Her ikisinde de c Evre, p Evre belirtiimeli

CHEST 2013;143:369-399
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Senkron ikinci primer akciğer kanseri olduğu düşünülen olguda çok ayrıntılı klinik ve radyolojik değerlendirme yapılmalıdır. 


8.TNM - Lokal ileri hastalik

NO N1 N2 N3
Tla
/Rezeksiyona uygun \
Tlb
- T3N1 olgular
- Tek istasyon N2
Uike - T4NO RO rezeksiyona oldugu
dusindlen olgular
T2a - indiksiyon KT sonrasi evresi
gerilemis, pndomonektomi adayi
olmayan hasta
T2b & J
T3

T4




Rezeksiyona uygun N2 lerde optimal yaklasim?

* Avrupa Gogus Cerrahisi Dernegine gore rezektable N2: Kisa aksi 25 mm den kiiclik,
konglomere olmayan, komsu yapilara invaze olmayan N2 istasyonu (NCCN’e gére
30mm)

* Induksiyon KRT sonrasi cerrahi ile PFS anlamli yiiksek ama pnédmonektomi
olgularindan mortalite yuksek!

* indiiksiyon tedavisinden sonra mediasten tutulumu olmayan olgularda prognoz
daha iyi
e KT+RT+Cerrahi yaklasimi ile KT+Cerrahi arasinda fark yok

* Mevcut N2 calismalari IASCL de belirtilen multiple N1 ile tek istasyon N2 olgularda
sagkalim benzerligini destekleyemeyecek 6lcude heterojen

Evison M, Clive A, Castle L, Helen Powell, Thomas R, Buttery R et al. Resectable Clinical N2 Non—-Small Cell Lung Cancer; What Is the
Optimal Treatment Strategy? An Update by the British Thoracic Society Lung Cancer Specialist Advisory Group.
doi.org/10.1016/j.jtho.2017.05.023



Lokal ileri KHDAK tedavi 6neri algoritmasi

Slipheli N2 yok,

‘ Periferik tiimor, LN ‘ veya EBUS Yaygin N2
yok } | Stipheli tek N2 | ve/veya EUS
) v v ‘
PET supheli degil; . ) s N Biyopsi yapilmaksizin
biyopsi yapilmaksizin NO-1 N3 karar
¢ o ry b - - *
. L Eierrahi: Rezeksiyona uygun
Ongériillemeyen N2 Potansiyel rezektabl olmayan N2
degerlendirme
I
- _'“—'——._\_\_\_\_\_\_\__ v
—-._._.________*

Cerrahi igeren

multimodal tedavi

*Postmus P. E, Kerr K. M, Oudkerk M, SenanS, Waller D. A, Vansteenkiste ] et al. Early and locally advanced non-small-cell lung cancer (NSCLC): ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up. Annals of Oncology 28 (Supplement4): ivl—iv21, 2017



Potansiyel Opere Edilebilir N2 Tumoér

Trimodality yaklasim (Intergroup 0139 trial):
Indiiksiyon KRT+Cerrahi vs. KT+RT+Cerrahi
* 396 tane T1-3 cN2 olgu alinmis

* Etoposit+sisplatin+45Gc RT ardindan radyolojik yanit alinan 202 olgu cerrahi, 194
olgu ise tedaviye radyoterapi ile devam etmis (61Gy)

* Opere olan olgularin %76 sinda tek-istasyon N2 saptanmis

Toplam sagkalim (ay) 23.6 > 0.05

5. yilda progresyonsuz %22 %11 0.017
hasta orani (ay)

Progresyonsuz sagkalim 12.8 10.5 0.017

Post-hoc analizde lobektomi olan 90 olgunun, benzer demografik 6zellikteki KRT alan hastalara goére
anlamli sagkalim avantajina sahip oldugu gorilmiis (33.6 vs 21.7 ay, p < 0.002)

Albain KS, Swann RS, Rusch VW, et al. Radiotherapy plus chemotherapy with or without surgical resection for stage Ill non-small-cell lung cancer: a phase Il randomised controlled
trial. Lancet. 2009;374:379—-386.



Potansiyel Opere Edilebilir N2 TiUmo6r

Faz 3 ESPATUE calismasi: indiiksiyon KRT ardindan opere olanlar ile
definitif KRT ye tamamlanan hastalar karsilastiriimis

* %32 hasta TAN1, %37 hasta TAN2 ya da evre IlIB olacak sekilde N3 e
sahip

* Trimodal tedavide 5 yillik sag kalim %44, diger grupta %40, p=0.34
* Ancak calismadaki grup ve sub gruplarda heterojenite orani yliksek

(ESPATUE). J Clin Oncol. 2015,33(35):4194-4201.



Operable olmayan lokal-ileri KHDAK

Indiiksiyon kemoterapisi verilse bile RO rezeksiyonun miimkiin olmadigi hasta
grubunu tanimlar

* Uygun performanstaki hastalarda ilk tercih es zamanli KRT

Multidisipliner konseyde tedavi plani yapiimali

Akselere RT programlariyla giinde 2.6-3 Gy dozlar ile baslanan tedavi, tek dozda
60-66 Gy programina gore 5 yillik sirede %2.5 oraninda sagkalim avantajina sahip

Aupérin A, Le Péchoux C, Rolland E, Curran WJ, Furuse K, Fournel P et al. Meta-analysis of concomitant versus sequential radiochemotherapy in locally
advanced non-small-cell lung cancer. J Clin Oncol. 2010 May 1,28(13):2181-90.



Es zamanh ? Ardisik KRT?

* Es zamanl kemoradyoteraloi, ardisik tedaviden sagkalim olarak daha ustin. (3
vilhik sagkalimda %5.7, 5 yillik sagkalimda %4.5 avantaj)

* Lokal progresyon ailsmdan es zamanli daha uUstln iken, uzak metastaz
kontroltinde farkliliklari yok

* Grade 3-4 6zofagus toksisitesi riski es zamanli tedavide daha yuksek. (Relative risk
of 4.9 (95% Cl, 3.1 to 7.8; P <.001)).

* Es zamanli tedavide toplam stre 7 haftayi gecmemeli

Aupérin A, Le Péchoux C, Rolland E, Curran WJ, Furuse K, Fournel P et al. Meta-analysis of concomitant versus sequential radiochemotherapy in
locally advanced non-small-cell lung cancer. J Clin Oncol. 2010 May 1,28(13):2181-90.



Pasifik calismasi-Sag kalim

No. of events/ Median OS 12-mo OS 24-mo OS
No. of patients (959%: 1) months (959 CI) % (959 CI) 9%
Durvalumab 183/476 NR (34.7-NR) 83.1 (79.4-86.2) 66.3 (61.7-70.4)
Placebo 116/237 28.7 (22.9—NR) 75.3 (69.2—-80.4) 55.6 (48.9-61.8)
1.0 =
0.9 -
™
> 0.8 -
2 .
a o7 :
B 0s- ' ) Durvalumab
' -
g o5 : o
S ' ' et . *
A~
= v : - Placebo
= 03 : !
' L ]
E 0.2 — : [
0.1 -| Stratified hazard ratid for death, 0.68 (99.73% Cl, 0.469—0.997)
Two-sided P=0.00251 | 3
GD L] L1 L ] L] L L L | L ] L L] L L] L] 1
1 | [ =] 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from Randomization (months)
MNo. at Risk
Durvalumab 476 464 431 415 385 364 343 319 2T4 210 115 57 23 2 (i) o
Placebo 237 Z20 198 178 170 155 141 130 N7 8 az 21 @ 3 1 (o]

"Medan duration of follow-up for OS5 was 25.2 months (Rnge 0.2-43.1|

Heprinted with permission from The New England Journal of Medicine ©2018.
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Ipsilateral
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« FDG PET/CT scan/ (if not mediastinal ’ -
previously done) node negative Ipsilateral Definitive
« Brain MRI with contrastk mediastinal . |concurrent Durvalumab”
« Pathologic confirmation node positive chemoradiation™’ category 1
Stage IIIB of N2—3 disease by either: (T4, N2) (category 1)
» Mediastinosco
g‘l, N2) > Supraclaviculal:!;ymph Contralateral Definitive concurrent . )
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N3) node biopsy node positive (category 1) (NSCL-15)
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» Needle biopsy ’
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» EUS biopsy o See Treatment for Metastasis
» EBUS biopsy Metastatic disease »| limited sites (NSCL-13) or
distant disease (NSCL-16)
N tive®a See Treatment according to
Stage IVA, Thoracentesis or egative TNM stage
M1a: pleural pericardiocentesis .
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Positive3@2

IPET/CT performed skull base to knees or whole body. Positive PET/CT scan
findings for distant disease need pathologic or other radiologic confirmation. If
PET/CT scan is positive in the mediastinum, lymph node status needs pathologic
confirmation.

KIf MRI is not possible, CT of head with contrast.

MSee Principles of Radiation Therapy (NSCL-C).

'See Chemotherapy Regimens Used with Radiation Therapy (NSCL-E).

= | drainage, pericardial window) +
treatment for stage IV disease solitary
site or distant disease (NSCL-17)

3Most pleural (pericardial) effusions with lung cancer are a result of the tumeor. In

a few patients, howewver, multiple microscopic examinations of pleural (pericardial)
fluid are negative for tumor, and fluid is non-bloody and not an exudate. If these
elements and clinical judgment dictate that the effusion is not related to the tumor,
the effusion should be excluded as a staging descriptor.




Pancoast timor: sdperior sulkus tidmord: sdperior pulmoner sulkus timord

.,,.m_.,,eg,.,

Vagu 5nenre—;—-——

Rezeksiyona uygun olmayan olgular
e Ekstratorasik metastaz

Sympathetic trunk

pancoss ' K * Mediasten lenf bezi varlig

* T1 Gzeri brakial pleksus tutulumu

* Spinal kanal invazyonu ile birlikte
vertebral cisim invazyonu

* Subklavien damar invazyonu
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Presentation Notes
Kesin cerrahi kontrendikasyonlar; ekstratorasik metastaz varlığı, mediastinal lenf nodu tutulumu (indüksiyon terapi sonrasında devam eden), median ve radial sinir dağılımına uyan alanda hassasiyet veya motor defisit varlığı ile desteklenen T1 üzeri brakial pleksus invazyonu veya spinal kanal inazyonu ile beraber vertebral cisim invazyonu olmasıdır(61). Subklavyen damarların invazyonu rölatif bir kontrendikasyondur, ama başarılı cerrahi rezeksiyonu tariflenmiştir(46,55). A. Lenf Nod Durumu Lenf nodu durumu KHDAK’lı olgularda olduğu 


1. Pancoast tiimorli hastalarda herhangi bir tedaviye

baglamadan énce mutlaka doku tanis1 konulmalidir
(Seviye 10).

Stperior sulkus timdorierinde yakilasim-ACCP

2.

Kiiratif cerrahi rezeksiyon diigiiniilen hastalarda
MR ile timériin muhtemel vaskuler yapilar veya
ekstradural alana invazyonu agisindan torasik inlet

ve brakial pleksus degerlendirilmelidir (Seviye 1C).

Kiiratif cerrahi rezeksiyon dustniillen hastalarda
invaziv mediastinal evreleme ve ekstratorasik
goruntiillemeler (Kranial BT/MR ve ya tim viicut
PET ya da batin BT ve buna ek olarak kemik sinti-
grafisi) onerilir. Mediastinal lenf nodu invazyonu
ve/veya metastatik hastalik varlig: rezeksiyon icin
kontrendikasyondur (Seviye 1C).

Rezeksiyon uygulanacak hastalarda tiim ¢aba kom-
plet rezeksiyon saglanmasi tizerine olmalidir (Seviye

1B).

Potansiyel olarak rezektable olan ve iyi performansi
olan Pancoast timérli hastalarda rezeksiyondan
6nce preoperatif es zamanh kemoradyoterapi ver-
ilmesi 6nerilir (Seviye 2B).

Rezeksiyon uygulanacak hastalarda rezeksiyon
genigliginin etkilenmis olan gégiis duvar1 yapilar
ile beraber lobektomi olmas: (non-anatomik wedge
rezeksiyon yerine) 6nerilir (Seviye 2C).

Unrezektable ama non-metastatik iyi performansa
sahip hastalarda definitif eg zamanlh kemoterapi ve
radyoterapi onerilir (Seviye 2C).

Kiratif tedavi adayr olmayan hastalarda palyatif
olarak radyoterapi énerilir (Seviye 2B).

Detterbeck FC, Jones DR, Rosenman JG. Pancoast tumors. In: Detterbeck FC, Rivera MP, Socinski MA et al, eds.
Diagnosis and Treatment of Lung Cancer:an Evidence Based Guide for the Practicing Clinician.

Philadelphia, PA: WB Saunders; 2001: 94— 110.

Citak N, Metin M Siiperior sulkus tiimérlerinde giincel yaklsim Giincel G6giis Hastaliklari Serisi 2013; 1 (3): 70-84



T1la

T1b

T1c

T2a

T2b

T3

T4

NO

N1 N2

M1a: Plevral, perikardiyal, karsi
akciger metastazi

M1b: Uzak-tek metastaz

M1c: Cok sayida uzak metastaz

38.TNM

N3

Mi1la

M1b

Milc




Evre |V hastalik yaklasimi

* Hastaligin yayginligi, metastaz sayi ve bélgesi, metastaz ile iliskili
semptom varligl,

* Skuamoz, nonskuamoz histoloji,

* Adenokarsinomlu olguda slrtcu mutasyon varligi, epidermal bayume
faktoru reseptord, anaplastik lenfoma kinaz, ROS1 varligi,

 Tumorde yuksek duzeyde programlanmis htcre 6lum reseptéri 1 PD
L-1 ekspresyonu dogrultusunda tedavi planlanir.



Oligometastatik hastalik
(Soliter <3, <5 metastaz)

* Tani sirasinda sinirli sayida metastazi olan hastalar
* Tedavi sonrasl yanit- tedaviye direncli az sayida metastatik alan
* Oligo-rekurrens: Kuratif tedavi sonrasi yeni gelisen metastatik alan

* Oligoprogresyon: Sistemik tedavi ile primer ve cogu metastaz kontrol
altindayken belli alan-alanlarda progresyon
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Presentation Notes
 Presumably there is a relationship between increasing number of metastases and diminishing efficacy of local therapy. A particular challenge in defining the oligometastatic state is determining what specific criteria constitute “disease limited in number and location.” Published studies generally use specific criteria (eg, solitary, ≤3, ≤5) in order to establish study eligibility, but other factors are probably also important, such as the volume, histology, genetics, and location of tumor.
The expected toxicity risks of potential treatment are also important in categorizing a patient as having oligometastatic disease. With ablative radiation, three or five lesions have been used as a cut-off in many studies because radiation to more lesions might increase toxicity risks. In a patient with more than five lesions and low volume disease, ablative radiation might still be feasible, which is now often done in patients with brain metastases; surgery may still be possible in some circumstances, such as hepatic lobectomy containing more than five metastases. However, it cannot be presumed that the principles of oligometastatic disease apply simply because of the feasibility of local therapy; the rationale for local therapy to treat multifocal and asymptomatic disease becomes less justifiable as the number and/or bulk of lesions to treat increases.
Classification — The oligometastatic state can occur in several different settings:
●Patients who presented with limited metastases at the time of diagnosis [1].
●Patients with multiple metastases who are rendered oligometastatic from an effective response to systemic treatment which “eradicated” most metastases but failed to destroy one or a limited number of treatment-resistant tumor foci [1].
●Oligorecurrence occurs in patients who have undergone curative intent treatment to locoregional disease which remains controlled in the setting of new metastatic disease.
●Oligoprogression occurs when one or a limited number of metastases recur or progress while systemic therapy continues to control the primary site and most areas of metastatic disease [5]. Such a situation has been frequently observed in the setting of acquired resistance to targeted therapies after a prolonged tumor response. In this setting, ablation of all metastases could potentially eradicate the metastases resistant to systemic therapy, allowing for continued delivery of systemic agents that are providing clinical benefit at other sites.
Whether or not the outcomes between these clinical situations differ with respect to tumor response or survival is not clear. In this review, all clinical scenarios with metastases limited in number and extent are considered as “oligometastases.”
�
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Palyatif tedavi tani ile birlikte baslamall

N Engl J Med 2010,363:733-42
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Temel ve arkadaşlarının yaptıkları ilk randomize kontrollü çalışmada sadece QOL ve depressif semptomlarda değil ayrıca median sağkalımda da artış olduğu ortaya konmuştur. İlk profesyonel kontakt ile palyatif tedavi başlamalı akciğer kanserinde de göğüs hst uzmanı bu rolde olduğundan tüm hastalarda bu yönde bireysel yaklaşımı düzenlemeli ve programlamalıdır. 
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BRAF VB00E positive (see NSCL-25)

PD-L1 250% and EGFR, ALK negative
or unknown (see NSCL-26)

EGFR, ALK, ROS1, BRAF, negative
or unknown, PD-L1 <50% or unknown

(see NSCL-28)



T-hucre, antijen sunan hucre ve tumaor hucre iliskisi

T cells on

Ch28 — Costimulation —

APC MHC P TCR =

T-CELL ACTIVATION

TCR signal

MHC @ == TcR

PD-L1/2

LA T cells off

O

— Inhibition —

CD80/B6

T-CELLACTIVATION

PD-L1/2

APC
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Presenter
Presentation Notes
T hücre antijen sunan hücre ve tümör ilişkisi: İmmün check point noktaları CTLA-4 PD-1/PDL-1. APC T hücre ve kanser hücresi arasındaki çeşitli ligand reseptör ilişkileri bu sistemi yönetir. T hücre aktivasyonu iki aşama gerektirir: Kanser hücre yüzeyindeki MHC ile spesifik peptidlerin TCR ile tanınması aynı zamanda CD28 reseptör ailesi ile (immün kontrol) ko regülatuar sinyal oluşturur. Ko regülatuar sinyal T hücrelerinin klonal çoğalmasını, sitokin salınımını ve fonksiyonel aktivasyonu sağlar. Bu sinyalin yokluğunda (örneğin hedef petid ile) T hücresi efektif yanıt oluşturamaz ve fonksiyonel olarak inaktive olur. Fail-safe mekanizması şeklinde oluşan bu sistem immün sistemin zamanla aktive olarak normal dokuda kr oto immün reaksiyon oluşturmasını engeller. İmmün kontrol yolakları koregülatuar: inhibitör- stimülatör yola çalışır. CTLA 4 ve PD-1 inhibitör sinyal salar, CTLA 4 T hücre aktivasyonunu B7(CD80/86) yüzeyine bağlanarak (APC ve tümör hücrede)negatif yönde etkiler Tersine B7 CD 28  bağlanınca aktive edici sinyaller oluşturur. PD-1 ise PDL 1 veya 2 ye bağlanınca T hücre aktivitesi önlenir.




T-cell interaction with APC and tumor cells: the immune checkpoints CTLA-4 and PD-1/PD-L1. Depicted are various ligand-receptor interactions between T-cells, APCs and cancer cells that regulate the T-cell response to antigen. Activation of T-cells is a two-step process that requires recognition of specific peptides presented by MHC on the surface of cancer cells through their TCR, as well as a co-regulatory signal delivered by the CD28 family of receptors (the so-called immune checkpoints). The co-regulatory signal promotes T-cell clonal expansion, cytokine secretion, and functional activity of the T-cell. In the absence of this signal (even in the presence of a target peptide), T-cells fail to respond effectively and are functionally inactivated. This is designed as a fail-safe mechanism to ensure that the immune system is activated at the appropriate time in order to limit collateral damage to normal tissue and minimize the possibility of chronic autoimmune inflammation. Checkpoint pathways regulate these coregulatory signals and can be either stimulatory (switching T-cells on) or inhibitory (switching them off). CTLA-4 and PD-1 deliver inhibitor signals. CTLA-4 negatively regulates T-cell activation by binding to B7 molecules (CD80/86) on the surface of APC or tumor cell. Conversely, when these B7 molecules bind to CD28 they generate the opposite effect, activating signals. When PD-1 binds to either of its ligands (PD-L1 or PD-L2), which are primarily expressed within inflamed tissues and the tumor microenvironment, it results in inhibition of T-cell activity. APC, antigen-presenting cell (dendritic cell, macrophage or any cell that expresses antigen); TCR, T-cell receptor; MHC, major histocompatibility complex.


Hedeflenebilir mutasyonu olmayan hastada yaklasim
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Ozetle

* Akciger kanserli hasta yonetimi uzmanlik alanimizin en 6nemli
konularindan biridir

* Hastanin tanisindan itibaren gogus hastaliklari uzmaninin tim surecte
ve tum evrelerde takim lideri olarak yetkinligi tam olmalidir.

Tesekkiir ederim

ulku.yilmaz@sbu.edu.tr



Ne zaman cerrahi ?
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Supheli N2 yok,

. Santral tumor veya hiler LN
Periferik timor, LN veya Yaygin N2

yok Stipheli tek N2
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Biyopsi yapilmaksizin

karar

PET stpheli degil;
biyopsi yapilmaksizin

! 3

Cerrahi: Rezeksiyona uygun

Potansiyel rezektabl olmayan N2

Ongdrilemeyen N2

Multidisipliner
degerlendirme

Cerrahi iceren
multimodal tedavi

Adjuvan KT (Radyoterapi)
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akciger fonksiyonlari
FEV1 %30-65

Amfizem turu? Kitlenin anatomik
yerlesimi? Volim kigultlicl
cerrahiye uygun mu?

I |
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cerrahiye uygun degil

adayi

VolUum kicltlch cerrahi

Cerrahi disi tedavi
modelleri
SBRT? RFA?

I

Post op FEV1?

Sublober rezeksiyon
olabilir mi?

Vollum kiictltlict cerrahiile
Kitle rezeksiyonu
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