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= Tim akciger kanserlerinin yaklasik ylizde 95'i ya kucuk hticreli akciger
kanseri ya da kliclik hicre disi akciger kanseri olarak siniflandirilir.

= 2008'den beri, optimal kemoterapinin belirlenmesinde adenokarsinom
ve skuamoz hicreli karsinomun ayrilmasinin 6nemli oldugu
gosterilmistir
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ERKEN EVRE AKCIGER KANSERLERI

= Cerrahi rezeksiyon, rezektabl KHDAK'li hastalarda uzun sureli sagkalim
ve tedavi icin en iyi firsati sunar

= Zayif pulmoner fonksiyon veya komorbiditeler nedeniyle bazi cerrahi
olarak cikarilacabilecek KHDAK'lar "opere edilebilir" olmayabilir.




Lung cancer stage grouping (eighth edition)

T/M Label NO N1 N2 N3
T Tla =1 IA1 11B 1IA
L an
 TUMOR = NOD - METASTAZ
. | —
T3 T3=5to7 IIB A
T3 Inv 1B A
T3 Satell 1B A
T4 T4 =7 [IA IIIA
T4 Inv IITA A
T4 Ipsi Nod [IA A
M1 M1a Contr Nod IVA IVA IVA IVA
M1a Pl Dissem IVA IVA IVA IVA

M1b Single

VA IVA VA IVA

Centr, Visc PI: tumor involving main bronchus (not carina), atelectasis to hilum or visceral pleura; T3 Inv: tumor invading chest wall, pericardium,
phrenic nerve; T3 Satell: separate tumor nodule(s) in the same lobe; T4 Inv: tumor invading mediastinum, diaphragm, heart, great vessels,
recurrent laryngeal nerve, carina, trachea, esophagqus, spine: T4 Ipsi Nod: tumor nodule in different ipsilateral lobe: M1a Contr Nod: separate
tumor nodule(s) in contralateral lobe; M1a Pl Dissem: malignant pleural/pericardial effusion or pleural/pericardial nodules; M1b Single: single
extrathoracic metastasis; M1c Multi: multiple extrathoracic metastases (1 or >1 organ).




Primer timdr degerlendirilemiyor veya malign hicrelerin balgam ya da bronsiyal yikama sivi-

Tx sinda gosterildigi ancak tOmérin bronkoskopi veya gbrintileme yontemiberi ile saptanamadi-
g1 durumilar

TO Primer timdr kanit yok

Tis Karsinoma in situ (adenokarsinoma in situ ve skuaméz hicrell karsinoma in situ'yu kapsar)

Ana brons tutulumu olmadan akci@er veya visseral plevra lle cevrill, en genis capl < 3, bron-
koskopik olarak lob bronsundan daha proksimalde invazyon bulgusu olmayan timdr (Grn. ana
bronsta clmayan)’

Timil Minimal invaziv adenokarsinom?

T

T1a Timérin en genis capi < 1 ecm?®
Tib Toméardm en penis ¢apt * 1 ocm, = 2 cm
Tic TOmordn en penis capl * 2 cm, = 3 cm

Timardn en genis ¢api * 3 om, = 5 om; veya asagidaki ézelliklerden en az birine sahip olan
timér?

* Karinayi invaze etmeden, karinaya uzakh@ina bakilmaksizin ana bronsu tutan timér

12 * Visseral plevra invazyonu

* Hiler bolgeye uzanan atelektazi veya obstriktif pnomoni (atelektazi/pndmoni akci@erin bir
bélGmdnd veya timind kapsayabilir)

TZa Tomordm en penis capl » 3 cm, <4 om
T2b Tomordnm en penis capl > 4 cm, < 5 cm
Thmardn en genis capl * 5 om, = 7 om veya asapidaki yapilardan birine direkt invazyon;

T3 * Logls duvan (superior sulkus tdmarler dahil), frenik sinir, parietal perikard

* Primer timbrle aymi lobda noddl(ler)
Tomordm en genis capi * 7 cm veya asafaki yapilardan birine invazyon;

* Diyafram, mediasten, kalp, blylk damarlar, trakea, rekirren laringeal sinir, zefagus, ver-
T4 tebra povdesi, karina

* Primer timbrle aymi akci@erde fakat farkh lobda noddliler)

! Ana bronsun proksimaline uzanan, bronsiyal duvara sk invazyon pisteren herhangl bir baydikilikctesl nadir yizeyel timér yaym da

T1a olarak smiflandmbr,

“Galitar adsnokarsinam |3 cden daha blyik bayuttasimayan), daha baskn olarak lapddik patarndl ve hemiangl bir odakta & mmiden @
daha bilylk boyuita Invazyona sahip olmayan

I ?Bu deellikler e TZ timbr sfer < 4 om weya blylkilgl belinenemiyor (se T2a; effer » 4 om fakat < 5 cm Ise T2b olarak sindflandinlir.




ADENOKARSINOMA IN SITU (AIS)
TANI! KRITERLERI

= Patoloji kriterleri:

= Tumor boyutu £ 3 cm
= Soliter adenokarsinom
= Saf lepidik patern

= Stromal, vaskuler ve plevra invazyonu olmamasi

invaziv adenokarsinom paternleri olmamasi
= Asiner, papiller, mikropapilelr, solid ....

Alveolar hava bosluklarina yayilma olmamasi

Hiicre tipi cogunlukla muisin6z degildir fakat nadiren misin6z olabilir

Nukleer atipi yoktur veya goze carpici degildir

o C)_;e_[lli_lgle nonmusinoz AlS’da skleroz ve elastoz ile birlikte septal genisleme
gorulur

@
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MINIMAL INVAZIV ADENOKARSINOM
(MIA) TANI KRITERLERI

= Tumor boyutu <3 cm

Soliter adenokarsinom

Baskin lepidik patern

Herhangi bir odakta 5 mm’den az invazyon gostermesi

Invaziv komponentinde
= Lepidik patern disinda herhangi bir alt tip icerrebilir
= Myofibroblastik stromayi infiltre eden timor hicreleri bulunur

Eger timorde bu komponentler varsa MIA tanisi dislanir
= Lenfatiklere, kan damarlarina, hava alanlarina ve plevraya invazyon

= TUmOor nekrozu varhgi
= Alveolar hava bosluklarina yayilma

Hicre tipi cogunlukla muisinoz degildir, fakar nadiren musinéz olabilir.
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LENF NODU

Bblgesel lenf bezleri degerlendirilemiyar

Bblgesel lenf bezi metastaz yok

Ipsilateral peribransiyal ve/veya ipsilateral hiler lenf bezlerine ve/veya intrapulmoner lenf bezlerine
metastaz veya direkt invazyon

Ipsilateral mediastinal ve/veya subkarinal lenf bezlerine metastaz

Konftralateral mediastinal, kontralateral hiler, ipsilateral veya kontralateral skalen veya supraklavikuler '
lenf bezlerine metastaz




MO

METASTAZ

Uzak metastaz yok

M1

Uzak metastaz var

Mla Karsi akcigerde metastatik noddl{ler), plevral veya perikardiyal metastatik noddller veya
malign plevral veya perikardiyal eflizyon®

Mib Tek bir ekstratorasik arganda, tek metastaze

Mic Bir veya birden ¢ok arganda multipl ekstratorasik metastaz

" Akcl@er kanseriyle birlikte olan copu plevral (perikardiyal) efzyonlar tOmbre bagh gelisi. Bazi hastalarda multipl mikroskoplk
incelemelerde plevral [nalcardly'alr s timdr agisindan negatiftie ve s hemorajik ve eksudatif degilde. Bu bulgular varsa ve klinlk
|

degeriendirme eflizyonun tlmébrle

gl almadigi yonondeyse, eflzyon evreleme belireyicisl olmaktan cikarimalsdir,

¢ By dusrum bolgesel odmayan tek bir uzak lenf bezi metastazin kapsar.




ON DEGERLENDIRME

= En uygun tedavi modelinin secilebilmesi icin
baslangic degerlendirmesi 6nemlidir

= Laboratuar
= Fonksiyon testleri
= Kalsiyum

= Goruntuleme yontemleri
= PET
= Kontratli beyin MR
= BT




HASTAYA AIT FAKTORLER

= Yas
= Biyolojik yas

= Perfomans durumu
= ECOG 0-1/2/3-4

= Eslik eden hastaliklar

= Zayiflama
= Son3-6 ayda %5-10 kilo kaybi

= TGtdn ve tatdn Urinleri kullanimi
= Sosyal ve toplumsal destek

= Sosyal glivenlik sistemi

= Tedavi merkezi olanaklari

= Hastanin tercihi




HASTALIGA AiT FAKTORLER

= Histolojik alt tip
= KHAK & KHDAK
= Skuamoz hiicreli & nonskuamoz hicreli akciger kanseri

= Hedeflenebilir mutasyon varligi
= Onkojenik driver
= Mutasyon hedefleyen ilag

= Tedaviye yon verilebilecek immunhistokimyasal degisiklikler
= PD-L /1-2
- PD-1

= TUmor mutasyon yuku




EVRE |

EVRE T N M
Gizli (occult) karsinom Tx NO MO
Evre O Tis NO MO
Timi NO MO
IA1
Tla NO MO
Evre | A2 Tib NO MO
IA3 T1c NO MO
IB T2a NO MO




EVRE Il

Evre ll

A

e

T2b NO MO
Tla N1 MO
Tib N1 MO
Tic N1 MO
T2a N1 MO
TZb N1 MO
T3 NO MO




EVRE Il

Evre I




EVRE IV

Evre IV

IVA
VB

Herhangi bir T

Herhangi bir N

Mla

Herhangi bir T
Herhangi bir T

Herhangi bir N
Herhangi bir N

M1b
M1c




PATHOLOGIC

INITIAL EVALUATION

DIAGNOSIS

OF NSCLC

NSCLC —

+ Pathology review?
+« H&P (include performance
status + weight loss)P
* CT chest and upper
abdomen with contrast,
including adrenals
« CBC, platelets
* Chemistry profile
* Smoking cessation advice,
counseling, and
pharmacotherapy
» Use the 5 A’s Framework:
Ask, Advise, Assess,
Assist, Arrange
http://www.ahrqg.gov/clinic/
tobacco/5steps.htm
« Integrate palliative care®
NCCN Guidelines for
Palliative Care
= For tools to aid in the
optimal assessment and
management of older adults,
see the NCCN Guidelines for

Older Adult Oncology

a Principles of Pathologic Review (NSCL-A).

b Enhanced frailty or geriatric assessments may predict complications better
following treatment modalities, particularly surgery. A preferred frailty assessment

system has not been established.

€ Temel JS, et al. N Engl J Med 2010;363:733-742.

CLINICAL STAGE
Stage IA, peripherald (T1abc, NO)

Stage IB, perlpherald (T2a, NO); |
Stage |, central (T1abc-T2a, N0O);

Stage Il (T1abc-T2ab, N1; T2b, N0);
Stage IIB (T3, N0)¢; Stage IlIA (T3, N1)

Stage IIBf (T3 invasion, NO);
Stage IIAf (T4 extensmn NO-1; T3, N1; T4, N0-1)

Stage IIIAf (T1-2, N2); Stage IIIB (T3, N2)

Separate pulmonary nodule(s) (Stage IIB, llIA, IV)

\ )

Multiple lung cancers

A

Stage IIIBf (T1-2, N3); Stage IIIC (T3, N3)

\ )

Stage IIIBf (T4, N2); Stage IlIC (T4, N3)

Stage IVA (M1a)° (pleural or pericardial effusion)

\ )

Stage IVA (M1b)°

f
-

Pretreatment
Evaluation (NSCL-2)

Pretreatment
Evaluation (NSCL-3)

Pretreatment
Evaluation (NSCL-5)

Pretreatment
Evaluation (NSCL-8)

Pretreatment

Evaluation (NSCL-8)
Treatment (NSCL-10)

Pretreatment

Evaluation (NSCL-12)

Pretreatment
Evaluation (NSCL-13)

Pretreatment

Evaluation (NSCL-13)

Pretreatment

Evaluation (NSCL-14)

. Systemic

Stage IVB (M1c)¢ disseminated metastases

d Based on the CT of the chest: Peripheral =

thirds of lung.

€T3, NO related to size or satellite nodules.
fFor patients considered to have stage 1IB and stage Ill tumors, where more than

" Therapy (NSCL-18)

outer third of lung: Central = inner two

one treatment modality (surgery, radiation therapy, or chemotherapy) is usually
considered, a multidisciplinary evaluation should be performed.

@



EVRE I-1l HASTALAR

= Evre | veya Il KHDAK!'li hastalar, mimkiin oldugunca cerrahi rezeksiyon
ile tedavi edilmelidir

= Cerrahi rezeksiyon icin aday olmayan veya ameliyati reddeden hastalar
= Radyasyon (RT)
= Radyofrekans ablasyonu (RFA)
= Kriyoablasyon RT'ye alternatiftir.
= Fotodinamik terapi

= Stereotaktik teknikler
= Geleneksel yontemler




ADJUVAN KT

= Erken evre (Evre 1/2) ‘de cerrahi rezeksiyon yapllir ve postoperatif
degerlendirmeye gore yiksek risk grubuna giren hastalara adjuvan KT
uygulanir.

= Yiksek risk niiks 6n goristnun fazla oldugu durumlari ifade eder.

Adjuvan KT icin yiiksek risk
faktorler
 Kotu diferansiye tiumaorler
* Wedge rezeksiyon
* >4 cm timorler
* Visseral plevra tutulumu
* Nx (lenf nodu tutulumunun
bilinmemesi)
* Vaskdler invazyon




EVRE |-l ‘DE ADJUVAN KT

= Adjuvan kemoterapi, rezeke edilmis evre IA timorleri olan hastalarda
endike degildir.

= Adjuvan kemoterapi, patolojik evre Il hastaligi olanlarda endikedir.

= Evre IB hastaligi olan hastalarda, 6zellikle yliksek risk 6zelliklerine sahip
hastalarda adjuvan kemoterapi de endike olabilir.

= Ameliyat sonrasi radyasyon tedavisi sadece cerrahi sinirlari pozitif olan
hastalarda endikedir

= Evre | veya Il hastaligi olan diger hastalar icin endike degildir.
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FINDINGS AT SURGERY
Margins negative (R0)Y ———
Stage IA (T1abc, NO)

|

Margins positive (R1, R2)¥ —»

Margins negative (R0)Y ———
Stage IB (T2a, NO)

Margins positive (R1, R2)¥Y——»

Margins negative (R0)Y ———

Stage IIA (T2b, NO)

AN

Margins positive (R1, R2)¥ —»

Margins negative (R0)Y ———

Stage lIB (T1abc-T2a, N1)
Stage lIB (T3, NO; T2b, N1)

R1V—
Margins positive

R2V——

Margins negative (R0)¥Y ——»
Stage IlA (T1-2, N2; T3, N1)
Stage IIIB (T3, N2)

R1Y ——

/NN

Margins positive <_

R2V ——

ADJUVANT TREATMENT

Observe
Reresection (preferred)

L J

or
RT! (category 2B)

Observe
or
Chemotheraov’ for hiah-risk patients® and osimertinib"
(EGFR exon 19 deletion or L858R)"™

Reresection (preferred) £ chemotherapy’

L J

|

or

RT!

Observe -
or

Chemotherapy” for high-risk patients® and atezolizumab™Y
or osimertinib' (EGFR exon 19 deletion or L858R)"
Reresection (preferred) £ chemotherapy"Y
or

RT! + chemotherapy"

L J

Chemotherapy" (category 1) and atezolizumab"Y or
osimertinib" (EGFR exon 19 deletion or L858R)"
Reresection + chemotherapy' -
or

Chemoradiation! (sequential’ or concurrent!) ————»
Reresection + chemotherapy” |

or -
Concurrent chemoradiation'* |

Chemotherapy" (category 1) and atezolizumab™Y
or osimertinib" (EGFR exon 19 deletion or L858R)" or
Seauential chemotherapy' and consider RT*

Chemoradiation' (sequential” or concurrent!) ————»

Concurrent ch_amgr_q:li_at_ig_g'-‘ -



OSIMERTINIB

imertinib '

T790M EGFRm WT T790M EGFRm WT T790M EGFRm WT
C 797 |
x / \x """" Osimertinib via the C797 amino acid covalent bond,
osimertinib could target the EGFRT790M mutation while
PI3K RAS sparing wild type EGFR, thus inhibiting several downstream
{ \ pathways, such as RAS/RAF/MAPK, that regulate different
RAF cellular processes, including DNA synthesis and proliferation.
AKT \
MAPK

EGFR = epidermal growth factor receptor, MAPK = mitogen-activated protein kinases , WT = wild type EGFR




KEMOTERAPOTIKLER

SYSTEMIC THERAPY REGIMENS FOR NEOADJUVANT AND ADJUVANT THERAPY

(nonsgquamous)

« Cisplatin|75 mg/m? day 1| pemetrexed 5|)0 mg/m? day 1 every 21 days for 4 cycles’
squamous)
« Cisplatin 75 mg/m? day 1| gemcitabine 1250 mg/m? days 1 and 8, every 21 days for 4 cycles?

* Cisplatin 75 mg/m? day 1 2 day 1 every 21 days for 4 cycles®

Other Recommended

« Cisplatin 50 mg/m?days 1 and 8] vinorelbine 25 mg/m? days 1, 8, 15, and 22, every 28 days for 4 csycles“
* Cisplatin 100 mg/m? day 1; \Jrinol‘l?rlﬂ'nr.':‘U'|11g1m2 days 1, 8, 15, and 22, every 28 days for 4 cycles®®

* Cisplatin 75-80 mg/m? day 1; vinorelbine 25-30 mg/m? days 1 and 8, every 21 days for 4 cycles

« Cisplatin 100 mg/m? day 1| etoposide 150 mg/m? days 1-3, every 28 days for 4 cycles®

Useful in Certain Circumst

Chemotherapy Regimens ferPati with Comorbidities or Patients Not Able to Tolerate Cisplatin

* Carboplatin AUC 6 day 1 M 00 mg/m? day 1, every 21 days for 4 cycles’

« Carboplatin AUC 5 day 1, gemcitabine 1000 mg/m? days 1 and 8, every 21 days for 4 cycles®

« Carboplatin AUC 5 day 1, pemetrexed 500 mg/m? day 1 for nonsquamous every 21 days for 4 cycles®

All chemotherapy regimens listed above can be used for sequential chemotherapy/RT.

Previous Adjuvant Chemotherapy
» Osimertinib 80 mg daily’
» Osimertinib for patients with completely resected stage IB-llIIA EGFR (exon 19 deletion, L858R) NSCLC who received previous adjuvant
chemotherapy or are ineligible to receive platinum-based chemotherapy.
« Atezolizumab 840 mg every 2 weeks, 1200 mg every 3 weeks, or 1680 mg every 4 weeks for up to 1 year'’
» Atezolizumab for patients with completely resected stage 1IB-IIIA or high risk stage IlA PD-L1 21% NSCLC who received previous adjuvant

chemotherapy.




KEMORADYASYON

Concurrent Chemoradiation Regimens€

gnsquamous)
A AUC 5 on day 1, 00 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RT'*1#

3 mg/m? on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 3 cycles; concurrent thoracic RT23~13
ANzl 4 cycles of pemetrexed 500 mg/m?t

- 50 m §m2 weekly; carboplatin AUC 2, concurrent thoracic RT4*1# + additional 2 cycles every 21 days of paclitaxel 200 mg/m? and
UG i AUC 6 !

« Cisplatin 50 mg/m? on days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5 and 29-33; concurrent thoracic RT>6*1#
Preferred (squamous)

« Paclitaxel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RTé~1t* + additional 2 cycles every 21 days of paclitaxel 200 mg/m? and
carboplatin AUC 6T:$

« Cisplatin 50 mg/m? on days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5 and 29-33; concurrent thoracic RT>6*1:#

Consolidation Immunotherapy for Patients with Unresectable Stage Il/lll NSCLC, PS 0-1, and No Disease Progression After Definitive Concurrent
Chemoradiation

Durvalumab 10 mg/kg IV every 2 weeks or 1500 mg every 4 weeks for up to 12 months (patients with a body weight of 230 kg)’-8
(category 1 for stage lll; category 2A for stage Il)




KEMOTERAPOTIKLER

Hucre siklusuyla iliskili ilaglar Hucre siklusu ile iliskisiz ilaglar
= S- fazina spesifikler = Alkilleyiciler
= Antimetabolitler = Busdlfan, : :
o _ karmustin,lomustin,mekloretamin
* Azasididin, florourasil, o ,melfalan,semustin,siklofosfamid,t
fludarabin,gemsitabin, kapesitabin, iyotepa
kladribin,
merkaptoptrin,mtx,sitarabin, = Antibiyotikler
t'yofglfanm = Daktinomisin, daunorubisin,
= Bleomisin doksorubisin,epirubisin,plikamisin
= Podofilotoksinler (etoposid, ,mitomisin
teniposid, = Sisplatin, karboplatin,oksaliplatin
= M-fazina spesifikler = Prokarbazin, dakarbazin

= Vinkristin, vinblastin,vinorelbin, .
vindesin, dosetaksel, paklitaksel = Irinotekan, topotekan




Mikrotubiul inhibitorleri

Alkilleyici ajanlar

Platin Analoglan

Vinka alkoloidleri
1. Vinkristin
2. Vinblastin
3. Vinorelbin
4. Vindesin

Taksanlar

1. Paklitaksel

2. Dosetaksel

3. Kabazitaxel

4. Protein bagl
paklitaksel

Azotlu hardallar
Siklofosfamid
Mekloretamin
Klorambusil
Melfalan
Ifosfamid
Etilenaminler, metilanaminl
1. Tiotepa (aziridin)
2. Altretamin
Nitrozoureler

1. Karmustin (i.v. Inf.)
2. Lomustin (p.o.)
3. Estramusin (p.o)
Alkil sulfonatlar

1. Busulfan

vk wN e

1. Sisplatin
2. Karboplatin
3. Okzaliplatin
Pdrin sentezi Pirimidin sentezi
omEE—0O-.\,
O Ribongkleottier
0 ]

DeoksirbonGideotite |

Proteinler

"

! Enzimler vs | | MikrotubGller



EVRE Il HASTALAR

= Patolojik olarak kanitlanmis hastalar icin, eszamanli kemoradyoterapi
kullanan kombine bir modalite yaklasimi, genellikle ilerleme olmazsa,
ardindan immunoterapi ile tercih edilir.

= T3 veya T4 lezyonlari ve negatif mediastinal lenf nodlari olan dikkatle
secilmis hastalarda cerrahi de bir rol oynayabilir.




EVRE IV HASTALAR

= Evre IV hastaligi olan hastalar genellikle sistemik tedavi veya semptom
temelli palyatif yaklasimla tedavi edilir.

= Uygun sekilde secilmis hastalarda kemoterapi, molekuler hedefli tedavi
ve/veya immunoterapi, yasam kalitesinden 6diin vermeden sagkalimi
uzatabilir. Bu durumda tedaviye, mimkiin oldugunda timorun
mutasyon durumu rehberlik etmelidir.

= Bazi hastalarda RT ve cerrahi de semptom palyasyonu icin faydali
olabilir.

= |zole bir metastazin (6rnegin beyin, adrenal) varligina bagl olarak evre
IV hastaligi olan hastalar, primer timorun agresif tedavisinin yani sira
metastazin RT veya rezeksiyonundan fayda gorebilir
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CLINICALPRESENTATION

Advanced
or
metastatic
disease

* Establish histologic
subtype? with
adequate tissue for
molecular testing
(consider rebiopsy"
or plasma testing if
appropriate)

* Smoking cessation
counseling

* Integrate palliative
care® (NCCN
Guidelines for
Palliative Care)

HISTOLOGIC
SUBTYPE?

« Adenocarcinoma

* Large cell

« NSCLC not
otherwise
specified (NOS)

Squamous cell
carcinoma

BIOMARKER TESTING™™

* Molecular testing, including:

» EGFR mutation (category 1), ALK (category 1),
KRAS, ROS1, BRAF, NTRK1/2/3, METex14
skipping, RET

» Testing should be conducted as part of broad
molecular profiling™”

+ PD-L1 testing (category 1)

« Consider molecular testing, including:°°
» EGFR mutation, ALK, KRAS, ROS1, BRAF,
NTRK1/2/3, METex14 skipping, RET
» Testing should be conducted as part of
broad molecular profiling™
* PD-L1 testing (category 1)

-

Testing
Results

(NSCL-

Testing
Results

(NSCL-

@
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Normal cell signaling in RTK [5) Monoclonal antibodies Tyrosine kinase inhibitors

Ligand
(EGF protein, VEGF protein) Ligand

mADs that
bind to receptors

Ligand

mAbs that
bind to ligands

RTK (EGFR, VEGFR)

Tyrosine
kinase
domain

Cell signal
transduction

* Epidermal ccll growth (EGFR)
* Vascular endothelial cell growth (VEGFR)

TKI

No cell x No cell
signaling

‘ signaling ‘

¢ No cpidermal cell growth (EGFR)
* No vascular endothelial cell growth (VEGFR)




Klinik
degerlendirme

- Tanisal calismalar
(Histolojik subtip ve
molekiiler testler
igin yeterli doku
tayini igin)

- Sigara aliskanhigi

ve birakma
danismanligi

- Performans durumu

Histolojik
subtip

Adenokarsinom
Blyik hicreli
karsinom

Kiglk hdcreli disi
akciger kanseri
(tiplendirilemeyen)
Skuamoz hicreli
karsinom

Molekler
testler

EGFR
ALK
ROS 1
BRAF
PD-L1

Molekiler
degerlendirme

-

EGFR/ALK/ROS1/BRAF
mutasyonu pozitif ise;
Hedefe yonelik
tedaviler

.‘

PD-L1 ekspresyon
dizey degerlendirme
(Molekiler analiz
testleri negatif ise)




EGFR mutasyon
testi POZITIF

I

Sistermik tedavi baslamadan
once elde edildiyse

Tirozin kinaz inhibitorlen

Osimertinib
Gefitinib
Erlotinib

+/- Bevacizumab

Afatinib

Dacomitinib

Gefitnibykarboplatin/pemetrekset

[

Sistemik tedavi sirasinda elde
edildiyse

Tedaviye cevap alinan
hastalarda
sistemik tedavinin
tamamlanmasi veya
Tirozin kinaz inhibitdrierine
gegilmesi

[ Progresyon J

I

[ Oligoprogresyon ]

Lokal tedavi (cerrahi/
radyoterapi) ve sistemik
tedavinin devamy/
yeniden dedigtirilmesi
igin yeniden
degerlendirilmesi

[ Sistemik progresyon J

[

| |1
Erlatinib-Afatinib-Gefitinib- [Osimemnib altinda pm.grg.yun]
Dacomitinib altnda progresyon varsa
varsa
Exon 20 T790 M mutasyon
testi igin rebiyopsi veya i h [
likit biyopsi; likit biyopsi Oligoprogresyon Sistemik progresyon
negatif gelirse rebiyopsi icin \ p, \
dederlendirme
|
o H {
Lokal tedavi (cerrahi/
7790 M mutasyonu pozitif T790 M rutasyonu negatif ise veya radyoterapi) ve osimertinib srstemik eday
ise osimertinib rebiyopsi yapilamiyorsa sistemnik tedavi L devam J




ALK translokasyonu

POZITIF
|
I I
Sistemik tedavi Si i« tedavi 4
baslamadan énce elde |stem||d te da-;g-swasm a
edildiyse €lde ediidiyse
, | , r | 1
Tirozin kinaz inhibitorleri Tedaviye cevap alinan
Crizotinib hastalarda tedavinin
Alectinib tamamlanmasi veya
Ceritinib Tirozin kinaz inhibitorlerine
Brigatinib gegilmesi
[ ‘ !
[ Progresyon ]
I I
[Oligoprogresyon] [ Sistemik progresyon
l
I |
k ‘ hi - o
Lokal tedgw (ce_rra '/, 1.basamakta 1. basamakta Alectinib/Ceritinib/
radyoterapi) ve sistemik L
o kullaniimadiysa Brigatinib kullanildiysa
tedavinin devamy/ - . : .
eniden degistirilmesi Alectinib Sistemik tedavi veya
yenice . Ceritinib Lorlatinib
‘cin yeniden Brigatinib
degerlendirilmesi . 9 J @




[ ROS1 translokasyonu POZITIF ]

Sistemik tedavi baslamadan Sistemik tedavi sirasinda
once elde edildiyse elde edildiyse

\ p .
Tedaviye cevap alinan
hastalarda sistemik
tedavinin tamamlanmasi
veya Tirozin kinaz
inhibitorlerine gecilmesi

. . . ./

Tirozin kinaz inhibitorleri
Crizotinib

[ |
[ Progresyon ]

[ ]
l |

Oligoprogresyon ] [ Sistemik progresyon ]

Lokal tedavi (cerrahi/

radyoterapi) ve sistemik Sistemik tedavi
tedavinin devami/yeniden veya yeni jenerasyon
degistirilmesi i¢in yeniden ROS1 tirozin kinaz

degerlendirilmesi inhibitorleri




[ BRAF V600 E mutasyonu POZITIF

[ 1
[ ]

Sistemik tedavi baslamadan Sistemik tedavi sirasinda
once elde edildiyse elde edildiyse

4 ) &

Tirozin kinaz inhibitorleri
Dabrafenib/trametinib
veya platin bazli
kemoterapi

\\ J .

Tedaviye cevap alinan
hastalarda sistemik
tedavinin tamamlanmasi
veya tirozin kinaz
inhibitorlerin gecilmesi

7

| |
[ Progresyon ]
[ |

I
[ Oligoprogresyon ]

Lokal tedavi (cerrahi/
radyoterapi) ve sistemik
tedavinin devami/yeniden
degistirilmesi icin yeniden
degerlendirilmesi

|
[Sistemik progresyon ]

Dabrafenib veya trametinib
veya platin bazli kemoterapi
eger BRAF/MEK inhibitorleri
1. basamakta kullaniimissa,
sigara igicisi ise sistemik
tedavi




Klinik
degerlendirme

- Tanisal calismalar
(Histolojik subtip ve
molekiiler testler
igin yeterli doku
tayini igin)

- Sigara aliskanhigi

ve birakma
danismanligi

- Performans durumu

Histolojik
subtip

Adenokarsinom
Bayak hicreli
karsinom

Kiglk hdcreli disi
akciger kanseri
(tiplendirilemeyen)
Skuamoz hicreli
karsinom

Molekiler
testler

EGFR
ALK
ROS 1
BRAF
PD-L1

Molekiler
degerlendirme

-

v

EGFR/ALK/ROS1/BRAF
mutasyonu pozitif ise;
Hedefe yonelik
tedaviler

N

PD-L1 ekspresyon
dizey degerlendirme
(Molekiler analiz
testleri negatif ise)

Kontrol noktasi inhibitorlerinin Kombinasyon mu

, tekli mi ?

Yuksek PDL-1 ekspresyonu> immunoterapi
Disiik ekspresyon > kombine tedavi



ILERLEMIS KHDAK’LARDA
IMMUNQOTERAP!

= KHDAK yonetimi icin rutin olarak klinik yaklasimin bir parcasi haline
gelmistir

= immin kontrol noktasi inhibitérleri
= Programlanmis hiicre 6limu proteini 1'i (PD-1)
= Programlanmis hicre olimu ligandi 1'i (PD-L1)

= KHDAK tedavi secimini etkileyen faktorler arasinda PD-L1
ekspresyonunun seviyesi, hastaligin yayginligi ve histoloji yer alir

= PD-L1>50
= PD-L1<50




KANSER IMMUNOLOJISI

= 19.yy cerrah William Coley'nin sarkom bolgelerine 6lu bakteri
enjeksiyonunun timor kiculmesine yol acabilecegini bildirmesi ile
basladi...

CD4 ve CD8 lenfositler-
immun sinaps- kendi NK hicreler
antijenini taniyabilirlik

FoxP3+ CD25+ CD4+ T
regulatory (Treg) ve
myeloid kdkenli
suppressor hlicreler
(MDSC)

Th17 cells, subsets of
CD4+ T cells

Makrofalar (M1-M2)




IMMUN SINAPS

Nature Reviews | immunology




"Danger”
Transformed signals
cells Pl

Elimination

Innate IL-12
and TNF
adaptive
immunity NKG2D

Extrinsic tumor
suppression

Tumor NKR

iﬂ.ﬁm ligands /—-\

Intrinsic tumor suppression

(senescence, repair, Normal
and/or apoptosis) tissue

<«
Carcinogens
Radiation
Viral infections
Chronic inflammation
Inherited genetic mutations

Equilibrium

o olL-12 e . "
@ . .:7 4-
€D4+ o IFN-y IL-6, IL-10 T TGF-B

Teell * DO

Galectin-1

PD-L1

Tumor dormancy

and editing e

e T
T eOe

Tumor growth
promotion

Gi Normal cell

Highly immunogenic
transformed cell

. :I Poorly immunogenic
»

and immunoevasive
transformed cells




ILERLEMIS KHDAK’LARDA
IMMUNQOTERAP!

= KHDAK yonetimi icin rutin olarak klinik yaklasimin bir parcasi haline
gelmistir

= immin kontrol noktasi inhibitérleri
= Programlanmis hiicre 6limu proteini 1'i (PD-1)
= Programlanmis hicre olimu ligandi 1'i (PD-L1)

= KHDAK’de tedavi secimini etkileyen faktorler arasinda PD-L1
ekspresyonunun seviyesi, hastaligin yayginligi ve histoloji yer alir

= PD-L1>50
= PD-L1<50




iTORU

KONTROL NOKTASI INHIl
IMMUNOTERAPI

= T hiicreleri, B hiicreleri ve NK hiicreleri Gzerinde eksprese edilen bir
transmembran proteinidir

= Programlanmis hticre 6limd ligandi 1'e (PD-L1) ve PD-L2'ye baglanan
inhibitdr bir molekuldir

= PD-L1, bircok timor hiicresinin yani sira hematopoietik hticreler de
dahil olmak tzere bircok doku tipinin ylzeyinde eksprese edilir

= PD-L2, hematopoietik hiicrelerle daha sinirlidir.

= PD-1:PD-L1/2 etkilesimi, timor hlicresinin apoptozunu dogrudan inhibe
eder, periferik T efektor hicre tikenmesini destekler




KONTROL NOKTASI INHIBITORU

IMMUNOTERAPI

= Faz lll denemelerinde uzun sureli genel sagkalim ve faz | ve Il
calismalarda kalici yanitlara dayali olarak

= PD-1'i
= Pembrolizumab

= Nivolumab

= Dostarlimab

= PD-L1'i
= Atezolizumab

= Avelumab

= Durvalumab

inhibe eden antikorlar bir dizi klinik icin onaylanmistir




D Front-line treatment | Assess PD-L1 expression by IHC* |

[] second-line treatment v

| PD-L1 250% |
|

Yes No

¥

Is visceral disease rapidly progressive
or very extensive?1

No Yes
\ \
Patient should be treated with
Pembrolizumab, platinum doublet plus pembrelizumab
atezolizumab, or
cemiplimab Choice of agent to pair with
platinum depends on histology
[
| |
Squamous Adenocarcinoma

A J + *

Monitar with e pembrolizumab, § :'bqﬂ:h.
CT chest/abdominal/pelvis pembrolizumab, carboplatin,
every three months, or and paclitaxel, A followed by and pemetrexed, ¥ followed by
earlier, for symptoms pembrolizumab maintenance ¢ ¢ 1 maint o4
I
Upon

progression

¥ v v

Monitor with
Treatment depends CT chest/abdominal/pelvis
on histology every three months, or
earlier, for symptoms

Squamous Adenocarcinoma Upon
progression
' | v
. Four to six cycles of carboplatin B
pour to six cycles of | | and pemetrexed¥ + bevacizumab, ' Docatual & remcinemeb, =
= and pac followed by pemetrexed maintenance orge ine




PD-L1 2 %50 EKSPRESYON

= Randomize denemeler, yiksek diizeyde programlanmis hticre 6limu
ligand 1 (PD-L1) ekspresyonunun pembrolizumab ve atezolizumab'a
yaniti ongordugiini gostermistir .

= PD-L1 ekspresyonu seviyesi, gelismis KHDAK'lerin yaklasik ylizde
30'unda gortlebilir




PD-L1/PD-1 binding inhibits T cell
killing of tumor cell

Tumor cell

PEMBROLIZUMAB

Blocking PD-L1 or PD-1 allows
T cell killing of tumor cell

Tumor cell
death

Anti PD-L1

Anti )
PD-1 ATEZOLIZUMAB
DURVALUMAB

PD-1

T cell

\4




ATEZOLIZUMAB VE DURVALUMAB

Atezolizumab

\( Durvalumab

T cell Tumor cell T cell Tumor cell
Inhibition Activation :
y \ 4
() Antigen —C T cell receptor (TCR) » Programmed cell death ligand 1 (PD-L1)
~—~ Major histocompatibility complex (MHC) —( Programmed cell death protein 1 (PD-1)

Fig.1 Mechanism of Action of Durvalumab




KUCUK HUCRELI AKCIGER KANSERI

= Tani aninda cogu hastada ilerlemis evrededir

= Kemoterapiye ¢cok duyarhdir.
= sistemik kemoterapi, baslangi¢ tedavisinin ayrilmaz bir pargasidir

= Sinirli evre hastaligi olan hastalar, tek basina kemoterapi tedavisine
kiyasla RT eklenmesinin sagkalimi uzattig| gosterildiginden, 6ncelikle
kemoterapi ve radyasyon tedavisinin (RT) bir kombinasyonu ile tedavi

edilir
= Uzak metastaz veya bolgesel lenf nodu tutulumu olmayan soliter
pulmoner nodil ile basvuran nadir hasta disinda cerrahi kullanilmaz

= Profilaktik kraniyal isinlama, baslangic tedavisine yanit veren sinirli
evreli KHAK hastalarinda beyin metastazlarinin insidansini azaltir ve

sagkalimi uzatir.




Limited stage
(See ST-1 for TNM
Classification)

}_,

« If pleural effusion is present,
thoracentesis is
recommended; if
thoracentesis inconclusive,
consider thoracoscopy?9

* Pulmonary function tests
(PFTs) during evaluation
for surgery or definitive
radiation therapy (RT)

* Bone imaging (radiographs
or MRI) as appropriate if
PET/CT equivocal (consider
biopsy if bone imaging is
equivocal)

* Unilateral marrow
aspiration/biopsy in select
patients

Clinical stage
I-lIA (T1-2,NO,M0)

Pathologic mediastinal
staging'k

—_—

IIB-IIC (T3-4,NO,MO;

Limited stage ‘
T1-4,N1-3,M0)

Bone marrow biopsy,
thoracentesis, or bone studies
consistent with malignancy

\/

A




NO — Systemic therapy™—»

Lobectomy'! Systemic therapy™

Pathologic mediastinal (preferred) and + mediastinal RT"

staging'’) negative mediastinal lymph N1 (sequential or —
node dissection or concurrent) See Response
sampling Assessment

+ mediastinal RT"
N2 (sequential or "

concurrent)
PRIMARY OR ADJUVANT THERAPY FOR LIMITED-STAGE SCLC:

inical staae

m |t Subsequent
Treatment (SCL-6)°

Four cycles of systemic therapy are recommended.
Planned cycle length should be every 21-28 days during concurrent RT.
During systemic therapy + RT, cisplatin/etoposide is recommended (category 1).
The use of myeloid growth factors is not recommended during concurrent systemic therapy plus RT (category 1 for not using GM-CSF).!

Preferred Regimens

» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 32

« Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 33
Other Recommended Regimens

s Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg."m2 days 1, 2, 32
* Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m* days 1, 2, 334

PRIMARY THERAPY FOR EXTENSIVE-STAGE SCLC:

Four cycles of therapy are recommended, but some patients may receive up to 6 cycles based on response and tolerability after 4 cycles.

Preferred Regimens

« Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1,200 mg day 1, every 21 days (category 1 for all)P->

« Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by
maintenance atezolizumab 1,680 mg day 1, every 28 l:iayfsb

« Carboplatin AUC 5-6 day 1 and etoposide 80-100 mg/m? days 1, 2, 3 and durvalumab 1,500 mg day 1 every 21 days x 4 cycles followed by
maintenance durvalumab 1,500 mg day 1 every 28 days (category 1 for all)?:8

« Cisplatin 75-80 mg/m? day 1 and etoposide 80-100 mg/m? days 1, 2, 3 and durvalumab 1,500 mg day 1 every 21 days x 4 cycles followed by
maintenance durvalumab 1,500 mg day 1 every 28 days (category 1 for all)P:6

Other Recommended Regimens

« Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2337
« Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3
« Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, 3°
« Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, 310

Useful In Certain Circumstances

« Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, 8, 1511 Subsequent Systemic Therapy (SCL-E 2 of 5
« Cisplatin 60 mg/m2 day 1 and irinotecan 60 mg/m? days 1, 8, 1512 Response Assessment (SCL-E 3 of 5
« Cisplatin 30 mg/mz days 1, 8 and irinotecan 65 mg/m? days 1, 83 References (SCL-E 4 of §

2 Cisplatin contraindicated or not tolerated.
b Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously documented autoimmune disease and/or concurrent use of
immunosuppressive agents.




Limited stage
(See ST-1 for TNM
Classification)

}_,

« If pleural effusion is present,
thoracentesis is
recommended; if
thoracentesis inconclusive,
consider thoracoscopy?9

* Pulmonary function tests
(PFTs) during evaluation
for surgery or definitive
radiation therapy (RT)

* Bone imaging (radiographs
or MRI) as appropriate if
PET/CT equivocal (consider
biopsy if bone imaging is
equivocal)

* Unilateral marrow
aspiration/biopsy in select
patients

Clinical stage
I-lIA (T1-2,NO,M0)

Pathologic mediastinal
staging'k

—_—

IIB-IIC (T3-4,NO,MO;
T1-4,N1-3,M0)

Limited stage ‘

Bone marrow biopsy,
thoracentesis, or bone studies
consistent with malignancy

A




Limited stage_

STAGE

Extensive stage
(See ST-1 for TNM
Classification)

Extensive stage
without localized
symptomatic sites
or brain metastases

Extensive stage +
localized
symptomatic sites

Extensive stage with

brain metastases

Good PS (0-2) —»

Pnnr PQ 24\

PRIMARY TREATMENT

* Good PS (0-2)
* Poor PS (3-4)
due to SCLC

e

* Poor PS (3-4)
not due to ‘—r
SCLC

* Superior vena
cava (SVC) —
syndrome

* Lobar obstruction
* Bone metastases

Spinal cord
compression

Asymptomatic ——

Systemic therapy™ +
concurrent RT" (category 1)

Cuntnmiin thavarmull . DTN

A\

See Response
Assessment

+ Subsequent

PRIMARY TREATMENTY

Combination systemic therapy™ including
supportive care®
See NCCN Guidelines for Palliative Care

Individualized therapy including
supportive care9
See NCCN Guidelines for Palliative Care

Systemic therapy™ £ RT" to

symptomatic sites

If high risk of fracture due to osseous
structural impairment, consider g
orthopedic stabilization and

palliative external beam RT (EBRT)"

RT" to symptomatic sites before
systemic therapy unless immediate
systemic therapy is required.

See NCCN Guidelines for Central

Nervous System Cancers

May administer systemic therapy before
initiating brain RT™ "\

Brain RT" before systemic therapy,™

Symptomatic — |unless immediate systemic therapy is

indicated

Treatment (SCL-6)P

See Response
Assessment

+ Subsequent
Treatment (SCL-6)S
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