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Incidence

Rank

1 2480 675

| Incidence

Lung
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Carvia utari
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MHL
Desophadus
Pancraas
Leukagimis
Kidney
Corpus uteri
Lip, oral cavity
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Mascpharyrs
Cropmharyns
Hypopharyne
Hill:’-gkil'l |:p'|"|'l|'.:l|'ll:ll'l'|3
Taglis
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ASR (World)

Lung {1sk)

Turkiye Erkeklerde 1.

2980875 Her iki cinsiyet
w MEriKicinsly

Number of new cases , both sexesa. all ages

Rank (men) Country Number

World 1,188,679
1 Turkey 30,749
2 Serbia 4,892
3 Hungary 5,200
4 Bosnia and Herzegovina 1,773
5 Armenia 1,026
& Guam 56
T Croatia 2122
8 Montenegro 265
9 French Polynesia 88
10 Poland 17.461

10 4 f.!'r-.-'l o IE'M 4 f:'ll'n.'

Dunyada Her iki cinste Akc Kanseri 1.

ASR/100,000

25.9
67.5
59.6
58.6
55.8
52.4
497
494
493
485
48.4



Mortality

Rank Deaths ASR (World)

L 1817 469 16.8

| Mortality

Lung
Caloréecium
Liwezr

Brgast
Stormach
Pancrass
Desophagus
Prostate
Carvix uter
Leukasmes
MHL

Brasn OHNE
Bledder
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Lip, oral cavity
Kicireany
Multiple myskoma
Laryn:

Corpus wheri
Sallbladder
Masopharyn:
helarara
Crropharyns
Thiyrcid
Hypopharyn:
Besothaliaomna
Salivary glands
Haodgkin lymphoma
Wiilwa

Eapa8i sansOms
Penis

Testis

Wagena

1817 a5% H VA H H
» Her iki cinsiyet
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Mumiber of deaths | bath sexes, all ages



Intewaﬁmal Agency for Research on Cancer G Lo BA L CA N C E R CA N c E R
Siganizaion OBSERVATORY TODAY

GLOBOCAMN 2022

TURKIYE

Top 5 most frequent cancers™

| Males | Eemales | Both sexes
Lung
Lung Breast
Others
Oihers
Breast
Others
Thyrold
Frostate &
Colorectum Frosiat
Stomach Colareotum =
Bladder Corpus uleri Lung Thyraid
Total: 132 476 Total: 107 537 Total: 240 013
Rank Cancer site Mumber of cases Percent Rank Cancer site Mumber of cases Percent Rank Cancer site Mumber of cases Percent
1st ® Lung 33030 24.9% 1st Breast 25249 23.5% 1st @ Lung 41032 17.1%
2nd . Prostate 17274 13.0% 2nd Thyraid 12 425 11.6% 2nd Breast 25 249 10.5%
3rd Colorectum 11 GB4 88% 3rd Colorectum 10 D54 9.3% 3rd Colorecium 21718 9.0%
4th @ Bladder 11 168 8.4% 4th ® Lung 7993 TA% 4th @ Prostate 17274 T2%
5th . Stomach B123 6.1% 5th Corpus uteri T B4T T3% 5th Thyraid 15 376 65.4%
Othears 51 208 B T% - Others 43 984 40.9% - Othears 119 364 49 7%
. ) : T " all ages Number of new cases in 2022, females, all ages Number of new cases in 2022, both sexes, all ages
prituvnes =0& cevec= 1R nonulatinns =732 8 ' s e
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TUTUN KULLANIMI AKCIGER KANSERININ
%90 KADARINDAN SORUMLUDUR

el Tlrkiye'de tuttn tiketimi erkeklerde azalmakta kadinlarda artmaktadir.

Last updated: 2024-01-16

Indicator Estimate of current tobacco use prevalence (%)
Location Both sexes Male Female
-
Turkiye
2000 34.5[28.0-41.1] 54.2[43.9-64 4] 15.0 [12.1-
17.8]
2005 33.6 [27.8-35.4] 51.3 [42.3-60 4] 16.0 [13.4-
18.6]
2007 33.2 [27.6-38.8] 50.1 [41.3-58.8] 16.5 [14.0-
19.0]
2010 32.7 [27.7-37.8] 43.5 [40.9-56.1] 17.1 [14.5-
19.6]
2015 31.9[26.3-37 4] 458 [37.8-53.7] 18.1[15.0-
21.1]
2020 31.0 [25.1-36.9] 43.0 [34.9-51.0] 19.2 [15.4-
2021 31.0 [25.0-37.0] 42.7 [34.4-51.1] 19.4 [15.8-
A A 23.0] A
2022 30.7 [24.6-36.8] 41.9 [33.9-50.0] 19.6 [15.5-
2025 30.1 [24.0-36.1] 40.1 [32.0-48.2] 201 [16.0-
2030 29.2[22.1-36.3] 37.6 [28.7-46.6] 209 [15.7-
A A 26.2] A



Kocasi evde sigara icen bir kadinin
Kocasi sigara icmeyen kadina gore akciger kanseri olma riski
1,2 — 2 kat daha fazladir




Diger Faktorler

* KOAH ve kronik akciger hastaliklari
* Gecirilmis akciger hastaligi skari

* Asbest

* Hava kirliligi

* Radon

* Krom

* Nikel

* Arsenik



TANI|

KLINIK VE RADYOLOJIK TANI

BRONKOSKOPI

TRANSTORASIK IGNE ASPIRASYONU / TRU-CUT BiYOPSI
TORASENTEZ / PLEVRA BIYOPSISI

METASTATIK ODAKLARDAN BIYOPSILER

PERIFERIK LAM BIYOPSISI

SUBKUTAN METASTATIK NODUL BIYOPSISI
KARACIGER BIYOPSISI

KEMIK BIYOPSISI

SURRENAL BIYOPSI

Balgam sitolojisi
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\/ “ KLINIK VE RADYOLOJIK TANI

~

o

sense clinique
klinik algi(his)



Pulmoner noduller icin Brock malignite riski hesaplayicisi

Age |65 | |years -
Sex ® Femake (008011)

2 paade (0)
Family histery of lung cancer B0 za61)

Emphysema B0 2053

MNodule size 12 | | T e

Nodule type 8 Monsolid or ground-glass (-0 1278)
) Partally Solid (0.377)

) Solid {0

Nodule in upper lung Bl 0. 6551

Module count |1 | | & ol

Spiculation |- (0. 7729)

Log odds  |-1.13 |

Cancer probability |24.34 | |3 -

Decimal precizion | e



Liverpool Lung Project risk model (LLPv3)

Age (In Years): @
What sex were you born? @

Have you ever been diagnosed with Pneumonia, Emphysema, Bronchitis, TB or COPD? @
Have you ever been diagnosed a malignancy or cancer? @

Can you recall any job or activity where you were exposed to asbestos? @

Have any of your 1st degree relatives, including parents, had a diagnosis of lung cancer? @
If yes, were they less than 60 years old at diagnosis? @

How many years have you smoked for (including cigs, pipe and cigan)? @

Calculate Risk

Original research
Liverpool Lung Project lung cancer risk stratification
model: calibration and prospective validation

John K Field @ ," Daniel Vulkan,” Michael P A Davies," Stephen W Duffy,”
Rhian Gabe?

THORAX 2020 Oct
Yes A
No A
No A
Yes A
| Yes - Less than 60 v

Your risk of developing lung cancer over the next five years is 9.72 %

This risk score can also be summarised as:

In a group of 100 people with similar risk factors as yourself, 10 will develop lung cancer over the next five years.



A.B.60 YAS E
42 PAK YIL SIGARA
Sirt agrisi

Histopatalojik Tanilar ! Sitopatolojik Tamlar
Sol Apeks TTIA (Yayma-+Hiicre Blogu: Kigiik hiicreli karsinom

No.2R: Timor gorilmedi
No.4R:Tlmor gorilmedi
No.4L: Timor gorilmedi

No.7:Tumor gorilmedi

Histopatalojik Tanilar / Sitopatolojik Tamlar

HISTOPATOLOJIK TANI AKCIGER SOL UST LOBEKTOMI
Tiim&riin Histopatolojik Tipi - Kiigiik hiicreli karsinom+ Adenokarsinom (solid)
Histopatol ojik grade :

Timér capt - 6.5x6x5 cm.

Subplevral lenf nodu: Adenckarsinom (papiller.asiner)

Sol akcider apikal bélgede komsu plevral alanlara genis tabanli yaslanan santralinde
hipometabollk-nekrotk alanlar iceren 67x68 mm boyutu kitlesel ezyonda yogun-cok yogun
dizeyde artmis FOG tutulumu izlenmistir (SUVmax:14.89).

Sag akeier parankiminde FDG ttulum ve dagiimi normal sinarda ienmigtr
Mediastende saq (ist-her iki at paratrakeal alanda, AP pencerede ve her ki hilerde biyugu AP
pencerede 16x10 mm boyutlu lenf nodlarinda izlenen minimal-disik dizeyde artmig FDG
tutulumlars Gncelile enflamatuar nitelkte degerlendirimistir



78 yas Erkek
Hemoptizi
30 pak/yil sigara







SUV max 11.6




Gonderilen Materyal A-BRONSBIOPSI BBRONSLAVAJ

Materyallerin Aindigi Yer AKCIGER Materyalin Alinma Sekli : ENDOSKOPIK BiYOPSI

Klinik On Tami

AKCIGER CA?

Makroskopi
A-Akeiger Brons Biop si: En biiyiigii 0.3 cm ¢apinda en kiigligii kinnt halinde 4-3 adet biopsi materyali. IBLOK/YOK
B-Akriger Brons Lavaj: 7 cc hacminde kanli gériniimde materyal. 2 adet lam vayildi. PAP+ Giemsa bovand. Hiiere Hogn
haznrlandi. IBLOK/YOK

KzsirDibion Tekonisyeni: Sere Gokmmen Maivosiopi Tebnisveni: Ezzi Aviekin-Cagle Akpolzt Siwlofi Tebmisyeni: S inay Gk Rapors Yazea Sziveter Aveen Simgh

TIBBi LABORATUVAR YORUMU

RAPOR CIKI§ TARIHI: 14/02/2023

Mikroskopi

0

Histopatalojik Tanilar [ Sitopatolojik Tanilar

A-Akciger Brons Biopsi: Skuaméz hiicreli karsinom
B-Akciger Brons Lavaj (Y avmatHiicre Blogu Kesitleri): Skuaméz hiicreli karsinom

Histokimyasal Boyama Panel Sonuglan

YONTEM: OTOMATIZE, Ventana Bench Mark Ultra Enmﬁnhistokﬁn}-a cihazi Ultra View Universal DAB Detection Kit
3269806-760-300

KONTROL : (+)
PRIMER ANTIKOR IMMUNREAKTIVITE
p40 (BC28) Ventana Pozitif
TTF-1(8G7G3/1) Ventana Negatif

immunhistokimya Boyama Panel Sonuglari

Morfoloji Bilgileri
8070/3 Skuamoz hiicreli karsinom, NOS,
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---Step_: (;hest PA

A.B.
72 yas Erkek
Sik : Nefes darlig

Sigara :55 pak/yil
(Halen iciyor)

iki kardesi Akciger Ca
dan exitus

FEV1: 1.21 L (%44)
FEV1/FVC = %63.3
Sigara biraktirildi.

Bronkodilatator sonrasi
FEV1: 1.71 L (%61.8)

<47 fﬁ‘
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R | Im: 144/299

Im: 150/299
Se: 3 97204 |[Se: 1200
01.07.1944 M Axial Yolume

"l TIP MERKEZI

12010

WB Standart

PET-BT : Sol akciger alt lobda yerlesimli 1.5 cm boyutundaki (SUDmax=6.19)
hipermetabolik nodiler lezyon ¢ok yuksek ihtimalle malign karakterlidir.Olguda
malign timoral proses stiphesi uyandirabilecek baska bir bulgu saptanmamistir.



e AKCIGER TTIA YAYMA, HUCRE BLOGU: Fibrin,
polimorf nuveli |6kosit, lenfosit, histiosit

* FOB: Her iki brons sistemi acik ve normal
gorinimde.



HISTOPATOLOIIK TANI
Tirndrin Histopatolojik Tipi
Histopatolgjik grade

Tlmdr capl

Tiimdr Lokalizasyonu

» AKCIGER SOL ALT LOBEKTOMI
: Monkeratinize skuamdz hicreli karsinom
: Oriz derecede diferansiye (Grade II)

¢ 2214 om.

: Brongla iligkisiz periferik parankimal noddler timdr
Tumndrin brons cerrahi simirdan uzakhgi: 5 an.

Plevral tutulum : (-} (PLO)
Brong carrahi simir tutulum :{-)

Vaskiler cerrahi sirr futulurmn (-]
Parankimal cerrahi simir twiulum (-]

Vaskiler invazyon {4+)

Lenfatik invazyon {4+)
Perindral imazyon :{-)

Dider doku fuulurmu -]
akciger igi ikincil timdr odad : (=)
Toraks duvan tutulurmu

Interkostal kas twiulumu
Kosta twiulurmu

Periostal kemik proliferasyonu
Yurmusak doku cerrahi sinir:
Kosta cerrahi simir

REZEKSIYON UZERI LENF MODLARI:

MD.12: 4 adet |lenf nodunda reakif hiperplazi, antrakoz
MiD.13: 1 adetlenf nodunda reakif hiperplazi, antrakoz

AYRICA GONDERILEN LENF NODLARI:

C- NO.7: 1 adet lenf nodunda reakidf hiperplazi, antrakoz
D- MD.8: 2 adet lenf nodunda rea kit hiperplazi, antrakoz
E- NO.9: 1 adetlenf nodunda reaktf hiperplazi, anfrakoz
F- MO.11: 2 adet lenf nodunda reaktf hiperplazi, antrakoz

Skuamoz Hucreli Karsinom
2.2x2.1x1.4cm
T1c NO MO



</ BRONKOSKOPI
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* FIBEROPTIK BRONKOSKOP]



BRONCHUS SIGN ®

o

BT'deki brons isareti, dogrudan periferik pulmoner lezyona giden bir bronsun varhgini temsil eder.
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Computed Tomography Bronchus Sign and the Diagnostic Yield of
Guided Bronchoscopy for Peripheral Pulmonary Lesions
A Systematic Review and Meta-Analysis

Muhammad S. Ali', Jaskaran Sethi?, Amit Taneja', Ali Musani®, and Fabien Maldonado®

Annals of the American Thoracic Society 2018 Aug;15(8):978-987

For 2,199 lesions with computed tomography bronchus sign, the overall

weighted diagnostic yield was 74.1%
(95% confidence interval, 68.3—79.5%)



_ARONKOSKOPIK PROSEDURLERIN TANI ORAN 0

\J

* Forseps biyopsi %55-100
TBIA 22G (Hiler-mediastinal lam) %65-70
* Bronsiyal fircalama(santral lez) %20-88

* Brons lavaji (santral lezyon) %20-50



* TTIA TANI ORANI

Radyolojik Kilavuz Duyarllllk Ozgulluk Komplikasyon
Galisma Px % Hem. %

Talay ve ark 2006 (26) 14.5 6.5
Arslan et al 2002 (15) 121 BT 89 100 8.2 3.1
Gildaval ve ark 2002 (27) 89 BT 93 100 13.5 -
Solak ve ark 2001 (25) 67 BT,Floro,US 89 100 9.8 9.7
Santambrogio et al 1997(16) 220 BT 93 99 24 -
Li et al 1996 (17) 97 BT 89 100 22 -
Knudsen et al 1996 (20) 128 us 95 95 3.7 -
Milman et al 1995 (18) 103 Floro 69 100 18.1 -
Kosar ve ark 1995 (29) 449 BT+Floro+Kon. 84 97 17.8 29
Gur ve ark.1995 (41) 22 BT 82 100 15.6 -
Yaman ve ark 1990 (30) 48 Floro 90 100 6.0 -
Guiglti ve ark 1990 (31) 60 Kon. 80 100 4.3 -
¢ 14X12 mm KUQUK hlcre d|§| karsinom Barcan ve ark 1990 (32) 35 Kon.+BT 97 100 8.0 1.7
Cikrikgioglu ve ark 1989(24) 107  BT+Floro+Kon. 79 100 6.0 3.0
Celikel ve ark 1988 (28) 18 BT 95 100 16.0 -
Stanley et al 1987 (21) 440  BT,Floro 97 97 29.0 1.1
Crosby et al 1985 (22) 180 BT,Floro,US 82 100 4.3 -

Samuelsson et al 1982 (23) 367 Floro 97 96 2.0 -
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Akciger Kanserinde
EBUS
Endikasyonlari

Tani ve alt tipleme
Mediastinal ve hiler LAMlarin evrelendirilmesi

Periferik tumorlerde radial prob ile materyal
alinabilmesi

lleri molekuler testler i¢cin materyal
alinabilmesi

— PD-L1 ve molekuler belirtecgler ve/veya
NGS(yeni nesil dizileme)

| (innominate) a~
~

Brachiocephalic |




EBUS / EUS
Endoskopik Ultrasonografi-Bronkoskop (EUS-B)
LENF NOD HARITASI

—— -

- e e e e e e e e e e e e ==

k.t

EUS
Sol stirrenal met
KC sol lob met



Lineer/Konveks EBUS

* Duyarhhg %75-90
e Ozgullugu % 100

* |gne capi arttikca
(19>21>22 G) tani degeri
de artar




| \ N~
\/ Periferik tumorlerde tani .

-

"/

« TTIA

* Bronkoskopi
— FLOROSKOPI ESLIGINDE BRONKOSKOPI
— NAVIGASYON BRONKOSKOPI

— RADIAL PROB EBUS
— ROBOTIK BRONKOSKOPI

e VATS/CERRAHI -




J “FLUOROSKOPI ESLIGINDE BRONKOSKOP]

TANI DEGERI: %50-70




o7 N/

“  NAVIGASYON BRONKOSKOPI

0, v Oncelikle tic-boyutlu BT gériintileri kaydedilir W/
v Bronkoskop ile yonlendirilebilen sensdrlu bir prob gereklidir.
o v' islem sirasinda elektromanyetik alan yaratan bir levha bronkoskopi masasinin

altina yerlestirilir
TANI DEGERI : % 70

uuuuuu
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\/ " RADIAL PROB EBUS Q
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TANI| DEGERI :
<2CM %56-63
>2CM %77-82




ION
Sekil Algilama

(A)

ROBOTIK BRONKOSKOPI

Monarch
Elektromanyetik navigasyon

Noah

Elektromanyetik navigasyon



|

N/

Robotic-Assisted
Bronchoscopy Features

lon™
Intuitive

Monarch™
Aunris

Galaxy™
MNoah Medical

Navigation technology

Shape sensing

Eler:tmmagnul-.ic mvigatinn

Electromagnetic navigation
augmented fluoroscopy

Emnﬂhnsmpy

Catheter with removable
vision probe (disposable after

Sheath and bronchoscope

with built-in camera

Bronchoscope with built-in
camera (single use)

5 uses) * (disposable after 2 uses) *
Catheter articulation 1807 180° (sheath: 1307) 180"
Catheter outer diameter 3.5 mm (catheter) Quter sheath: 6 mm/i 40 mm
scope: 4.2 mm
Wr:rrkjng channel diameter 2.0 mm 2.1 mm 2.1 mm
Irrigation and aspiration No Yes Yes
CT'“"L"“E!T" divergence Yes (only with Cios Spin) Mo Yes
correction system
Augmented fluoroscopy No Mo Yes
Tool-in-lesion confirmation Yes (only Whﬂr_' utilizing Cios MNo Yes
Spin)
Tactile feedback No MNo MNo
Tani Performansi %77-93 %69-79 %92-96
- u J ()

</
y
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0 FDG PET-BT

e duyarliligi % 83-100 (ortalama=%96),
e Ozgulligli % 50-100 (ortalama= %73.5)

3 cm’den kicuk pulmoner nodullerde :
— duyarhhgi ortalama  %93.9,
— Ozgulligu ortalama %85.8



\/ FDG PET-BT

YALANCI POZITiF SONUCLAR:

* granlUlomatoz hastaliklar : tb ,Sarkoidoz

» aktif makrofaj iceren butun infeksiyonlar

Yalanci negatif sonuclar

* bronkioloalveoler karsinom (LEPIDIK ADENOKARSINOM)

e karsinoid TM

* musin icerigi yuksek olan diisik metabolik aktiviteli timaorlerde;
 8-10 mm’den kicuk lezyonlarda

* Epiteloid Mezotelyoma



w Noroendokrin Tumorler

FDG PET BT
SUV MAX: 3.5

%8 Ga-DOTATATE PET-BT
SUV MAX: 50.15

KARSINOID TM



Subsolid veya Buzlucam (GGO)
Noduller




Fleischner Dernegi Pulmoner Nodiil Takip Onerileri
Subat 2024 revizyonu

Solid Tek veya Coklu Noduller

<6 mm (<100 mm3)
« Ddusuk riskli hastalar: Rutin takip gerekmez

« YUksek riskli hastalar: 12 ayda opsiyonel BT (szellikle sipheli nodtil
morfolojisi ve/veya Ust lob lokasyonu olanlarda)

6-8 mm (100-250 mm3)
« Dusuk veya Yuksek riskli hastalar:
6-12 ayda BT, ardindan 18-24 ayda BT

>8 mm (>250 mm3)

« Dusuk riskli ve yuksek riskli hastalar: 3 ayda BT, PET-BT veya
doku 6rneklemesi



Tek Subsolid Noduller

Buzlu cam nodilii <6 mm (<100 mm3 )
 Rutin takip gerekmez
Buzlu cam nodiuli 26 mm (>100 mm3 )

* 6-12 ayda bir BT, daha sonra persistan ise 5 yila
kadar her 2 yilda bir BT

Subsolid nodul 26 mm (>100 mm3)

- 3-6 ayda BT, daha sonra persistan ve solid
komponent <6 mm kalirsa, 5 yila kadar yillik BT



Coklu Subsolid Noduller

<6 mm ( <100 mm3)

» 3-6 ayda bir BT, stabilse ylksek riskli
hastalarda 2. ve 4. yilda BT
>6 mm (>100 mm3)

« 3-6 ayda BT, daha sonra en supheli
nodul(ler)e gore yonetim

« NELSON calismasinda 1-4 nodule kadar olan nodullerde akciger
kanseri bulma orani, 5 ve daha ¢ok nodullere kiyasla daha fazla
bulundu (Radiological Society of North America, 2015; 111.)
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SUBSOLID VE PART-SOLID TUMORLERIN EVRELENDIRILMESI

CTimage on
HRCT
T
Solid part 4] 0em 0.5 cmt 0.6 1.0 cmt 1.1-20 emt 2.1-3.0 cmt
Tﬁ;ﬁ;’;‘ggge =0.5 cm 0.6-3.0 cm 3.0 emtt 0..6-3.0 cmtt 1.1-3.0 emtt 2 1-3.0 cmtt
Pathologic LPA, Invosive
Differential AAHT, A5, MIA L AL, MIA, LPA MIA, LPA, AS AID MIA LPA, Invasive AD Invasive AD
Diognosis ’
Clinical S’ruge* cTlis cTlmi clla cllb cllc
Invasive part 0 0Ocm =0.5 cmi 0.61.0cmt 1.1-20 emt 21-30cmt
Total tumar size
. , . Usually =0.5
including lepidic ur:r:t 3.0 cm £3.0cm 0.6-3.0 cntT 1.1-3.0 cm1T 2.1-3.0 cmit
growth part
AT Lapidic Invasive AD with
predominant a lepidic
| th
Fathology AsH AlS MIi& AD of Invasive component of E;:j?;:i:ﬁ[:;:enl
AD with lepidic lepidic o
compnent predominant AD
gﬂ;z'“g'c oTis BTimi oTla oTib eTle
AAH:Atipik Adenomat6z Hiperplazi
AIS: Adenokarsinoma in situ

MIA:Minimal invaziv Adenokarsinom
LPA:Lepidik Predominant Adenokarsinom
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Lung Cancer Risk Model LLP Version3

Age (In Years): @
What sex were you born? @

Have you ever been diagnosed with Pneumonia, Emphysema, Bronchitis, TB or COPD? @@
Have you ever been diagnosed a malignancy or cancer? g

Can you recall any job or activity where you were exposed to asbestos? g

Have any of your 1st degree relatives, including parents. had a diagnosis of lung cancer? [g@
If yes, were they less than 60 years old at diagnosis? @

How many years have you smoked for (including cigs, pipe and cigar)? @

Calculate Risk

Mo v
No v
Yes v
No W

Mo — 60 or older, or unknow| v

Your risk of developing lung cancer over the next five years is 0.68 %

This risk score can also be summarised as:

In a group of 100 people with similar risk factors as yourself, 1 will develop lung cancer over the next five years.






2019 kasim

D

I ¢ ®




POZITRON EMISYON TOMOGRAFISI (PET-BT) RAPORU

Tibbi Cihaz . GE Discoveny 12 Gériintifleme Alan : Verteks-ist uyiuk Radyo@rmasitik : F-18 FOG
Achk siresi .8 =3st Yafsk s3ywisinesi DTN A4S Enjgksnon sasf 01708
Glukoz dizeyi ;8T mgddl Farmakolojic mudshsle © - Gekim Saati 18:10
Radyofrmasotik dozu : 7.1mCi Enjeksion yeri : osajel

Mot SUVmax FOG wiwlumuny yansisn semika nbtatif bir parametradir
Mot PETET caksmazamn BT blimi tansal amach olmayp ateniiasyon koreksiyonu ve anatomik korelasyon igin gekilmistir.

ENDIKASYON - Sol akcijerde izlenen nodiiler lezyonun ve her iki hemitorakstaki plevral kalinlasma alanlannin metabalik
karakterizasyonu.

BULGULAR :

Serebral ve serebellar, kortikal ve subkortikal yapilarda FDG tutulum ve dadilimi fizyolojik sinirlarda izle nmistir.

Bilateral servikal lenfatik istasyonlarda patolojik diizeyde FDG tutulumu izlenmemistir.

Sol akciger apikal bilge anteromedialinde anterior kostal-mediastinal plevraya yaslanan 20x16 mm boyutly nodiler

| i N N N -

Tanimlanan lezyonun lateralinde 4 mm capl diger nodiler lezyonda kaydadeder FDG tutulumu izlenmemigtir.

Her iki hemitoraksta kostalve diafragmatik plevral yiizlerde 15 mm'ye ulagan kaba kalsifikasyonlar iceren nodiiler plevral
kalinlagma/plak formasyonlannda patolojik FDG tutulumu izlenmemigtir.

Her iki akcigerde biyiigi sag akciger orta lobda mindr fissir komsgulugunda 4.5 mm ¢apl birkag adet milimetrik nodiler
lezyonda kaydadeger FOG tutulumu izlenme migtir.

Her iki hiler ve mediastinal alanda FDG tutulum ve dagilimi fizyolojik sinirlardadir.

Prostat apikal kesitlerde sag lateralde kismen fokallegen orta dizeyde artmig FDG tutulumu izlenmigtir (SUVmaxc5 2).
Uralojik degerlendirme dnerilir.

Karaciger, dalak, her iki siirrenal glandda ve intraabdominal diger visseral organlarda; abdominopelvik lenfatik
istasyonlarda FDG tutulum ve dagilimi fizyolojik sinifarda zlenmisgtir.

| skelet sisteminde FDG tutulum ve dagihmi fizyelojik sinirlarda izlenmistir.

SONUG:

-S0l akciger apikal bélge anteromedialinde tanimlanan nodiler lezyonda izlenen orta dizeyde artmig FDG metabolizmas
malignite kugkulu olarak dederlendirilmistir. Histo patolo|jik tani dnerilir.

-Her iki hemitoraksta kostal ve diafragmatik plevral yizlerde tanimlanan kaba kalsifikasyonlar iceren noddler plevral
kalinlagsma/plak formasyonlannda patolojik FDG metabolizmasi izlenmemigtir. Radyolojik takip dnerilir.

Not: Renkli girintiler de hazilanmigtr.
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Gonderilen Materyal FROZEN
Materyallerin Alindigi Yer AKCIGER Materyalin Alinma $Sekli : FROZEM
Ma kroskopi

Sol Akeiger iist Lob Wed ge Rezeksiyonu: Uzerinde 5 em uzimlukta stapler hath izlenen, 52,55 1.5 em dlgtilerinde |dis viizii
visseral plevra ile gevrili akeifer wedge rezeksivorm. Kesitinde parankim cerrahi simra 0.8 cm uzaklikta, plevraya bitisik, bu alanda
paryetal plevra yapisiklig: bulunan 1x0_8x0.8 cm &lglide kifdi san renkte nodiiler alanizlenmistir. Diger parankim kanamali
singenmsi vasftadir FR: IPARCA 1BL OKI\'AR)—FI'MPRI'Z'\'T: HE ile boyand

Frozen Galizan Tekniker: AYSEGUL YAMAN, SIMAY GOK

c ert;a[]:it:ﬁelen Laboratuvar Gelis Saati Sonucun Iletild igi Saat Sonucun iletid igi Kisi
SOL USTLOB WEDGE 10.13 10.40 DE. NISA

TIBBi LABORATUVAR YO RUMU

Mikroskopi
0

Frozen Tani

Sol Akciger Ust Lob Wedge Rezeksivonu: Atipik glandiiler yapalar ( in situ/ minimal invaziv
adenockarsinom tanisi parafin blok kesitine birakaldr)

*Nodiil parankim cerrahi sinira 0.8 cm mesafededir.




T1

T1(mi) Minimal invaziv adenokarsinom :

evre

T1 <3cm

T1a 0.1-1cm
T1b 1.1-2cm
T1c 2.1-3cm



12

T2a
T2b

T2

Kriterler

Ana karina invaze olmaksizin
ana bronsun ana karinadan
herhangibir uzaklhktaki
invazyonu

Visseral plevra invazyonu

Kismi veya total atelektazi

>3 —4cm

>4 —-5cm




T3

Gogus duvari invazyonu
Pancoast Tm,

Parietal plevra/perikard
Mediastinal plevra,
Primer timorle ayni lobta
tumor noduld

>5-—-7cm




T4 m

KRITERLER

Mediasten

Kalp

Blyluk damarlar

Ana karina

Trakea

Ozofagus

Vertebra

Ayni taraf, ayri lopta
tiumoral nodul

Diafragma invazyonu

>7cm




N Tanimlar

istasyon N ___

Lenf nodu degerlendirilemedi NX
Lenf nodu metastazi yok NO
ipsilateral Hiler/Peribronsiyal Lenf nodu metastazi N1
ipsilateral mediastinal /subkarinal Lenf Nod metastazi N2
Tek N2 N2a
Multipl istasyon N2 N2b
Karsi taraf mediastinal-hiler lenf nodlarina veya N3

supraklavikuler/ skalen LN yayilma



M Tanimlar

M1 a * Plevral/Perikardiyal malign sivi
* Kontrlateral/Bilateral timor nodulleri
* Plevral/Perikardiyal nodiiller
* Multipl M1a kriterleri

M1b  Tek organda tek metastaz

M1lc * Multipl organ metastazi
» M1C1 :Tek organda multipl metastaz
» M1C2 :Birden cok organda multipl metastaz



TNM Gruplarinda Revizyon

8th Ed TNM Categories

Proposed 9t Ed TNM

Categories

M1la Pl Dissem
Mla Contr Nod

8" Ed TNM Categories Proposed 9" Ed TNM Categories
MO M1
T/M Label T/M | Description
Tla 141 g Tla <1cm 1Al
T1 |[Tib 1A2 1B T1 |[Tlb =1to=2em 1A2
Tic Tle =2to =3 cm
T2a Inv T2a Visceral pleura / central invasion
T2 |T2a =3-4 T2 |TZ2a =3to<4cm
T2b =4.5 T2b =410 =5¢cm
T3 =5-7 B 1114, T3 »5to<7cm e | A
T3 |T3 Inv 1131 114 T3 |T3 Invasion B | 1A
T3 Same Lobe Nod B 114 T3 same lobe tumor nodule e | A
T4 =7 {Iry 1A T4 =7 em A | A
T4 |74 1w ma | ma T4 |T4 Invasion 1A | INA
T4 IpsiNod T4 Ipsilateral tumor nodule

M1

M1a Pleural f pericardial dissemination
M1a Contralateral tumor nodule

M1b Single extrathoracic lesion

M1cl Multiple lesions, 1 organ system
M1c2 Multiple lesions, =1 organ system




Lokal Ileri Evrede
Inoperabilite Distinduren Klinik Semptom ve Bulgular

e Ses kisikhgi

* Yutma guclugu

e Stridor

» Supraclavicular/Servikal LAM metastazi
e V.Cava Superior Sendromu



TEDAVI




Evre |A Periferik (T1a,b,c NO)

* Operabl — Cerrahi— RO — Takip

* Inoperabl — SABR (Stereotactic ablative radiotherapy).
SBRT(stereotactic body radiation therapy) olarak da bilinir



veya orneklemesi

4

Inoperabl IB-11IA veya Yiiksek Risk

Faktorleri varsa Adjuvant KT
A ve ATEZOLIZUMAB (1YIL)
CERRAHI REZEKSIYON+ NO
Evre lIA-IIIB
1 YI| NiVO (4 hafta ara ile)

SABR Definitif Durvalumab
‘ Kemoradyoterap| (Evre 111)

IB-1IIA veya Yiksek Risk
Faktorleri varsa Adjuvant KT

CERRAHI

REZEKSIYON
r Operabl ‘ Medlastlnal Lenf

Nodu Diseksiyonu




Adjuvant KT Onerilen Yiksek Riskli Olgular

Kotu diferansiye timorler

Wedge Rezeksiyon

> 4cm Tumorler

Visseral plevra tutulumu

Nx ( Lenf nod tutulumunun bilinmemesi)

Vaskuler invazyon



The N EW ENGLAN D
JOURINAL of MEDICINE

ESTABLISHED IN 1812 MAY 26, 2022 VOL. 386 MO, 21

Neoadjuvant Nivolumab plus Chemotherapy in Resectable

Lung Cancer
P.M. Forde, . Spicer, S. Lu, M. Provencio, T. Mitsudomi, M.M. Awad, E. Felip, S.R. Broderick, J.R. Brahmer,

CheckMate 816

100+
950
Median
3 807 No.of  Event-free Survival
= 704 ' Patients 95% Cl
g . Mivelumab plus ( o )
= 60 d :
£ ! ! chemotherapy .
& 5o ' ' e Nivolumab plus 179 31.6 (30.2-NR)
' - 3' Chemotherapy
E 40+ ' e Chemotherapy 179 20.8 (14.0-26.7)
"E' 104 E E Chemotherapy alone Alone
& 20 i . Hazard ratio for disease progression,
i ' disease recurrence, or death, 0.63
10- ' ' (97.38% Cl, 0.43-0.91)
0 | | T T T T T : T T P=0.005

T ] ] 1
0 3 [ g 12 15 18 21 24 2 30 33 36 39 42
Months

No. at Risk
Mivolumab plus chemotherapy 179 151 136 124 118 107 102 &7 74 41 34 13 & 3

0
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O




The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHELD [N 1812

AUGUST 10, 2023

VOL. 389 NO. 6

Perioperative Pembrolizumab
for Early-Stage Non—Small-Cell Lung Cancer

H. Wakelee, M. Liberman, T. Kato, M. Tsuboi, S.-H. Lee, 5. Gao, K.-MN. Chen, C. Dooms, M. Majem, E. Eigendorff,

Evre I,111A ve [IIB

KEYNOTE-671

Neoadjuvant 4 kiir KT +Pembrolizumab(200mg) vs 4 Kir KT+Plasebo

Cerrahi

13 kir Pembrolizumab

A Event-free Survival

100
‘a0
H04
7=
f0
50
A0
30
204
10

Event-free Survival |%)

ey
Jl--‘._I_‘I‘I‘—_\-.ll—'“'.'l‘l_‘—\_n_ Pembralizurmab group

Placeba graup

Mo. at Risk
Pembralizumab graup 397 310 136
Placeba group 400 294 133

18 24 30 ib 4z 48 54
Maenths

172 117 72 42 11 [i] ]

124 4 38 24 a 1 ]

B Subgroup Analysis of Event-free Survival

Pembrolizumab  Placebo Hazard Ratio for Event or Death
Subgroup Group Group (9524 CI)
no. af evenits oo, of pariicipants
Al patients 139397 205400 -+ 0.58 {0.46-0.72)



The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 APRIL 11, 2024 VOL. 390 NO. 14

Alectinib in Resected ALK-Positive Non—Small-Cell Lung Cancer

Yi-Long Wu, M.D., Rafal Dziadziuszko, M.D., Ph.D., Jin Seck Ahn, M.D., Ph.D., Fabrice Barlesi, M.D., Ph.D.,

ALINA Calismasi

Evre Ib-11I1A Komplet Rezektabl KHDAK
Randomize

ALK +

4 Kir KT vs Alectinib 2x600 mg (24 ay)

A Patients with Stage Il or IllA Disease
100

Alectinib

e 50
s
u B0+
= % 70
£5 60
20
FE 507
sE 4
Chernatherapy
B3 50
Ruw
E 20
g 10
0 T T T T T T T T T
0 [ 12 18 24 30 36 42 43 54
Months since Randomization
Mo. at Risk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chematherapy 115 102 i) 79 43 35 23 17 10 2

Median Disease-free
Survival [95% CI)

o
Alectinib Mot reached
Chemotherapy 44 4 (27 8-NE)

Hazard ratio for disease recurrence
or death, 0.24 (95% CI, 0.13-0.45)
P=0.001



Enroliment of
patients with
completely
resected stage
1B, II, HIA
NSCLC

ADAURA Calisma Dizayni

—

Tarama postop KT sonrasi yapiimig

&

-

N

determination

SCREENING

Part I:
Central
laboratory

of EGFR
mutation

Part II:
Eligibility
confirmation

Osimertinib
80 mg once
daily

Randomization 1:1

Stratification

* Stage (IBvsllvs
1IA)

* |EGFR mutation
(Ex19del vs LB58R)

* Race (Asian vs
non-Asian)

Placebo

/

once daily

)

TREATMENT
PERIOD

Continue
treatment
until 3 years
from date of
first dose*

End of
treatment
assessment is
4 weeks after
last dose

./

W ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Osimertinib in Resected EGFR-Mutated
Non—Small-Cell Lung Cancer

Laura ona

-

Qmpleted or discontinued.

FOLLOW UP FOR DISEASE \
RECURRENCE
(with CT scans after randomization)
* Weeks 12, 24, then every 24 weeks
for 5 years and yearly thereafter

FOLLOW UP AFTER DISEASE
RECURRENCE
= Every 24 weeks for 5 years then
yearly thereafter
* Follow-up data may be collected by
telephone

Safety assessments to occur at
baseline, Weeks 2, 4, 12 and then
every 12 weeks until treatment is

/




OCAK 2024

ST

54 YAS KADIN
OKSURUK,AGIZDAN KAN GELME
SIGARA 10 PAK /YIL + PASIF iCiCi

PET-BT

Sag akciger alt lob
siiperiorda 45x50 mm
(suvmax: 15). subkarinal
paradzefagiyal, 14 mm
LAM (suvmax: 6.6)

KRANIAL MR:MET YOK

TTIA/TRU CUT
ADENOKARSINOM

EBUS SUBKARINAL
ADENOKARSINOM



Neoadjuvant KT+Immunoterapi

e Cisplatin+Pemetrexed+Nivolumab 3 kuir



3 kiir KT + IT sonrasi PET-BT

Sag akciger alt lob kitle tama yakin regrese gértiiniumde yaklasik 34.5 mm
(SUVmax:2.4).Subkarinal LAM tam regrese.



Histopatalojik Tamilar / Sitopatolojik Tanilar

HISTOPATOLOJIK TANI - AKCIGER SAG ALT LOBEKTOMI

Timérin Histopatolojik Tipi - Invaziv nonmiisinéz adenokarsinom

Histopatolojik grade - 2 (Asiner ve papiller tip)

Timér capt - 3x2x2 em. (Makroskopik olarak tanif edilen kitlenin biivik kasmin
kronik inflam asyon ve fibrozis olusturmalkda birlikte birkac milimetnk odakta canli tim&r odag: izlendi)
Timér Lokalizasyonu - Subplevral verlesmli kesit viizii san turuncu renkte diizensiz sinirl
kitle.

Timériin brons cerrahi stmirdan nzaklign  : 3 cm.

Plevral tul'l.lllllﬂ:l - PLO(+),PL1().PL2(),PL3() T1cNOMO
Brons cerrahi sinir tutulum (-

Vaskdiler cerrahi sinir tutulum (-

Parankimal cerrahi siur tutulum - () pEvre A3

Vasldiler invazyon ()

REZEKSIYON UZERI LENF NODLART:

No.12: Antrakotik lenf nodu (1 adet)

No.13: Antrakotik lenf nodu (5 adet)

No.14: Antrakotik lenf nodu (1 adet) (YP 1 ve 2 nolu bloklarda izlenen subplevral, 9 mm'lik lenf nodu)

AYRICA GONDERILEN LENF NODLART:
BE-No.7: Antrakotik lenf nodu (1 adet)
C-No.8: Antrakotik lenf nodu (1 adet)
D-No.9: Antrakotik lenf nodu (1 adet)
E-No.10: Antrakotik lenf nodu (1 adet)



IMFINZI® (durvalumab)

Durvalumab PD-L1 inhibitoru
10mg/Kg 2 Haftada bir,12 Ay

Overall Survival with Durvalumab
after Chemoradiotherapy in Stage III NSCLC

Ik kez 3.Evre KHDAK de FDA onayi aldi.

Evre lll de KemoRT + Plasebo ile KemoRT +Durvalumab
(PACIFIC calismasi)

2 yilhk sagkalim Durvalumab kolu %66.3 Plasebo kolu %55.6
(p=0.005)

Progresyonsuz sagkalim Durva kolu 17.2 ay,Plasebo 5.6 ay
(HR=0.51)




Adjuvant Tedavi

EVRE | ADIUVANT

1A (T1abcNO) CERRAHI  TAKiP

1B .
(T2aNO0) .

2A(T2bNO)

2B(T1labc—T2a, N1)
(T3, NO; T2b, N1)

3A(T1-2, N2; T3, N1)
3B(T3, N2) .

YUKSEK RISKLI Hastalar icin KT

EGFR exon 19 delesyon veya exon 21 L858R
mutasyonu varsa Osimertinib

ALK mutasyonu Alectinib 600mg/gin 24 ay

YUKSEK RISKLI Hastalar icin KT sonrasi
Atezolizumab veya Pembrolizumab

EGFR exon 19 delesyon veya exon 21 L858R
mutasyonu varsa Osimertinib
ALK mutasyonu Alectinib 600mg/giin 24 ay

Felip E et al. Adjuvant atezolizumab after adjuvant chemotherapy in resected stage IB—IlIA non-small-cell lung cancer (IMpower010): a
randomised, multicentre, open-label, phase 3 trial. Lancet 2021;398:1344-1357.

O'Brien M et al. Pembrolizumab versus placebo as adjuvant therapy for completely resected stage IB-IlIA non-small-cell lung cancer
(PEARLS/KEYNOTE-091): an interim analysis of a randomised, triple-blind, phase 3 trial. Lancet Oncol 2022;23:1274-1286



Superior Sulcus Tumoru

T3 NO-1 === Preop KemoRT = Cerrahi + Adjuvant KT
. ATEZO/PEMBRO VEYA OSIMERTINIB/ALECTINIB

T4 NO-1 m—— Olasi Rezektabl __, Preop KemoRT_ Rezektabl __ Cerrahi+KT
b FI’EZO/PEMBRO VEYA OSIMERTINIB/ALECTINIB

irrezektabl Definitif RT tamamla+KT

-

irrezektabl - Definitif KemoRT



NO-1 — KT ATEZO/PEMBRO

*Ayni lobta ayri pulmoner nodiller / OSIMERTINIB/ALECTINIB
(T3 NO-1) Cerrahi
*Ayni taraf farkli loblarda noddiller KT veya Ardisik
(T4 NO-1) KT+RT
N2
0 . iki ayri
Karsi akcigerde noduller Timé o
Evre IVA (NO M1a) = beT‘Of —— KT+ MUTASYON ANALIZi
gibi

Cerrahi



IIB - 1lIC

T1-2 N3 (llIB) Eszamanli
T4N2  (IlIB) Definitif KemoRT
T3-4 N3 (llIC)

e—) Durvalumab



@ Evre IV Mutasyon Analizleri

* Adenokarsinom,Buyuk hiicreli, KHDAK(Spesifiye edilemeyen)

EGFR
ALK
RO51

BRAF
KEAS
MET

ERBB2Z
(HER2)

RET
FGFR
PIK3CA

NTRK1,2.3

epidermal growth factor receptor
anaplastic lymphoma receptor tyrosine kinase

ROS proto-oncogene 1 |, receptor tyrosine
kimase

B-Raf proto-oncogene, serine/threonine kinase
Kirsten rat sarcoma viral oncogene homolog

MET proto-oncogene, receptor tyrosine kinase

erb-b2 receptor tyrosine kinase 2 {also known
as human epidermal growth factor receptor 2)

ret proto-oncogene

fibroblast growth factor receptor 1
phosphatidylinositol-4,5-bisphosphate 3-kinase
catalytic subunit alpha

neurotrophic receptor tyrosine kinase




Adenokarsinomda Mutasyon Sikligi

NTRK PIK3CA

1% RET
>1 MUTASYON RocBRA

3% HERZ,,, 2% 2%
2%

MEK1
1%

EGFR DUYARLI
17%

MET

EGFR DIRENCLi 3%
4%

Bilinmeyen
30%

ALK
7%



Evre IV Mutasyon Analizleri

e Skuamoz Hicreli karsinom
— Sigara icmemis veya ¢ok az icmislerde
— Mixt sitoloji
— Kiguk biyopsi 6rneklerinde

* K-RAS

* EGFR (Epidermal Blylime Faktori Reseptori)
* ALK (Anaplastik Lenfoma Kinaz)

* ROS1 gen mutasyonu

* BRAF gen mutasyonu
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MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE®P

EGERExon 19 Deletion

* First-line therapy
¢ Afatinib?
¢ Erlotinib®
¢ Dacomitinib®
b Gefitinib®5
¥ Osimertinib®
¢ Dsimertinib + pametrexed
+ (clsplatin or carboplating
{nonsquamous)”
¢ Erlotinib + ramucirumab®
¢ Erlotinib + bevacizumah®
{nonsguamous)?
¢ Amivantamab-vmjw + lazertinib1?
* Subsequent therapy
¢ Osimertinib™
+ Amivantamab-vmjw + carboplatin +
pemetraxed {nmquanmus}“

EGFR 5768l LEE10, andior GT19X
* First-line therapy

¢ Afatinib1.13

¢ Erlotinib?

» Dacomitinib?

b Gefitinib®®

¢ Osimertinib® 14
* Subsequent therapy

b Osimertinib™

* First-line therapy
» Amivantamab-vmjw + cal
pemetrexed (nonsguamous)
= Subsaquent tharapy
» Amivantamab-vmjw®

KRAS G12C Mutation®
= Subsequent therapy
» Sotorasib1”
v Adagrasib'®

latin +

= First-line thara
v Alectinib?2
+ Brigatinib®!
v Certinib?®2
+ Crizotinib®22
» Ensartinib®*
¢ Lorlatinib®®

« Subsequent therapy
v Alectinib827
» Brigatinib®®
¢ Cartinib®®
» Ensartinib™
v Lorlatinib®

+ First-ling tharapy
¢ Crizotinib®2
+ Entrectinib®?
¢ Repotrectinib®
= Subsequent therapy
¢ Lorlatinib™®
+ Entrectinib®?

¢ Repotrectinib®

+» Firstdine therapy
+ Dabrafenib/trametinib®
v Encorafenib/binimetinib3”
¢ Dabrafenib3®
¢ Vemurafenib

= Subseguent tharapy
+ Dabrafenibitrametinib322
+ Encorafenib/binimetinib®”

NTRK1 ne F i

= Firstdina/Subsaquant therapy
v Laratrectinib®?
v Entrectinib®’

¢ Repotrectinib®®
MET Exon 14 Skipping Mutation®
+ Firstdine therapy/Subsequent
therapy
+ Capmatinib®®

¢ Crizotinib™*
¢ Tepotinib®s

* First-line the
¢ Selpercatin
¥ Pralsatinib®’

» Subsequent the
¥ Cabozantinib*:

d

* Subsequent therapy
» Fam-trastuzumab
deruxtecan-nxkis?
v Ado-trastuzumab emtansined!

NRG1 Gene Fusion
» Subsequent therapy
» Zenocutuzumab-zheo™?

HER2-positive IHC 3+
* Subsequent therapy
» Fam-trastuzumab

deruxtecan-nxkis?

c-MatiMET (=50% IHC 3+

and EGFR wild-type)
» Subsequent therapy
¢ Telizotuzumab vedotin-tiv
(nonsquamous)®

PD-L1 250% First-Line Therapy

PD-L1 21%—49% First-Line Therapy







Sag ana bronsta ve Sol ana bronsta mukozal
infiltrasyon.Ana karina ileri derecede genislemis

Perikardiyal sivi
ALK + Akciger Adeno Ca
Krizotinib 2x250 mg/glin






48 yas Kadin
sigara icmemis
15 yil 6nce zatlirre gecirmis

*Sag Ust lob 37x24 mm kaviter lezyon
FDG tutulumu yok.

*Mediastinal multipl LAM (suv max:9)
* sag plevral ve perikardiyal sivi



FOB: EBL yok.Lavaj sitoloji ve ARB :Negatif

Materyallerin Alndigi Yer AKCIGER Materyalin Alinma $Sekli : REZEKSIYOMN

Klinik On Tam

Tiberkiiloz?, Akciger Ca?

Ma kroskopi
A-Sag Ust Lob Wed ge Rezeksivonu: 12x3 3x3.5 cm dlgiide sisseral plesraile gesrili wrunlugn 14 om fizennde stapler hath
bulunan kam a rezeksivonu. Kesiinde subplevral vetlesimli parantim cerrabi simra bitisik san alacali renkte barzi alanlar ortas
kism en kaviter vapida plevrada kalinlagmaya sebebivet verebn 7x3. 513 om élglide lezyonizlerymigtiy. DiSer parankim kanam ali
kongresyone girimim dedir.
LEZYON: SPARCASEBI OK/VAR, CEVRE PARANKIM JPARCAYEI OK/VAR PAR ANKIM CERR AHI SINIR:
IPARCAIBLOEY QK.
B-Parietal Plevra Biopsi: 8x4x0.5 cm &lgiide 1 adet cidari vasfli san bevaz renlite lipomatiz Gzellikte bir dlanda 0,8x0.8 cm
dlgiide bevaz esmer renkte nodiiler alan izlenmistr. 4BLOE/YOK (1. BLOK NODULEE LEZY ON)
C-Sag Visseral Plevra: En biiyiigin 2 5x1_5x0,3 cm &lggde en kilgtigia 0,.7x0_3x0,3 cm &lgiide 4 adet san bevaz renkte elastik vapida
cidari vazfta doku parcas. 2BLOEY OK
D-Sag Diyafragma Nodiik 120 8x0.4 cm 1 adet san beyar yumusak kolay pargalanabilen doku par¢am 1PARCABLOE./YOK
E-Perikardival Y agh Doku: 2,5x2 5x1 om &lgiide 1 adet sani pembe renkte vumusak ipom atémz doku pargas.
GPARCAISBLOK/YOK
F-Perikardial E fizyon: 30 cc hacminde kovu sari renkte materyal. 2 adetlam vayildi. PAP+Giemsa bovandi. Hiicre blogu
hanrlandi. 1IBLOE/Y OK
G-Perikard Biopsi: 1.2x0.7x0.3 cm &lgtide 1 adet bevar kismen dastik doku pargas. 2PARCAIBLOKY QK
H-Plevra mavii: 0 cc hacminde kovu san renkte materval. 2 adet lam vanldi. PAP+Giemsa boyandi. Hiicere blogu hazitland.
IBELOELYOR

ezt Telmilizri: Arif Cemrs Yiicel Zitoloji Telmiloeri: Bimay G Doldim Telmiteni: Anif Cemre Yiicsl | Malrostobi Telmiterd: Musican MetinFzei Avelin, B aporlayen Tibbd Salrster:
Anren Simzek

Histopatalojik Tanilar [ Sitopatolojik Tamilar

A-Saf Ust Lob Wedge Rezeksivonu: Patern fistiinliiklii asiner adenokarsinom
%080 Asiner

2220 Tasll yiiziik hiicreli

B-Parietal Plevra Biopsi: Adenokarsinom infiltrasyvonu, fibrin, kalsifikasvon
C-Sa@ Visseral Plevra Biopsi: Adenokarsinom infiltrasvonu, fibrin, kalsifikasyon
D-Sag Divafragma Nodiil: Adenckarsinom infiltrasyonu, fibrin, kalsifikasyon
E-Perikardival Y agli Doku: Kronik iltihap

F-Perikardival Efiizvon: Adenockarsinom hiicreleri

G-Perikard Biopsi: Fibrozis, kronik inflam asvon

H-Plevra Aspirasyon (Yavma+Hiicre Blogu Kesitleri): Adenckarsinom hiicrel eri




ALK POZITIF

 BRIGATINIB 13.12.2021 de baslandi

e 21.3.2022 PET BT: TAM YANIT

* Subat 2025 Beyin met

* Lorlatinib baslandi.Nisan beyin MR da beyin met tam regresyon.




Immunoterapi




Kanser Bagisikliginin 3 asamasi

Eliminasyon: Kanser hiicreleri,bagisiklik sistemi tarafindan tanimlanir ve
etkin bir sekilde yok edilir.

Denge: Kanser hiicrelerini tamamen ortadan kaldirilamaz,ancak daha fazla
biliylime kontrol edilebilir

Kacis: Bagisiklik sistemi tiimoriin biiyiimesini ortadan kaldiramaz ve
kontrol edemez.Kanser hiicreleri bagisiklik tepkisini bastirma ve kagma
yetenegl kazanarak ¢ogalir ve yayilirlar.

Kanser immunoterapisinin amaci,timor hiicrelerinin bagisiklik tepkisini
bastirdig1 ve kactigr mekanizmalarin iistesinden gelerek bagisiklik
sisteminin kanser hiicrelerini tespit etme yetenegini artirmak ve eski haline
getirmektir.



Immun Kontrol Noktalari

APC
B7-1 PD-L1
B7-2 PD-L2
Competitive '“ pMHC
inhibition I
CTLA4 TCR PD-1
Cell intrinsic signaling? Other signaling?
PI3K and AKT
T cell signaling Ca?* and MAPK signaling



Immun Kontrol Noktasi Inhibitorleri

* PD-1 :Nivolumab ,pembrolizumab,cemiplimab
e PD-L1 :Atezolizumab, Durvalumab ve Avelumab

e CTLA-4 :ipilimumab ve tremelimumab



Kicuk Hucreli Disi Akciger Kanseri
Immun Kontrol Noktasi inhibitérleri(ICl)
Uzun Sireli Sagkalim

Study (sample) Phase Population Immune checkpoint inhibitor 0OS (time of assessment)
CA209-003 (N=129) I Heavily pretreated Nivolumab 16% (at 3 years)
Checkmate 017 (N=222) I SqNSCLC Nivolumab 16% (at 3 years)
Checkmate 057 (N=240) Il Non-Sq NSCLC Nivolumab 18% (at 3 years)
Keynote 001 (N=550) | Treatment-naive (N=101) Pembrolizumab 26.4% (at 3 years)
Previously treated (N=449) 19% (at 3 years)
Keynote 010 (N=4T) 1111 Previously treated Pembrolizumab (2 mg/kg) 30.1% (at 2 years)
Pembrolizumab (10 mg/kg) 37.5% (at 2 years)
POPLAR (N=144) 11 Previously treated Atezolizumab 19% (at 3 years)
OAK (N=425) 11l Previously treated Atezolizumab 28% (at 2 years)

ATLANTIC (N=265) | Heavily treated Durvalumab 22% (at 2 years)




Immunoterapi Yan Etkiler

Skin Eye
* Dermatitis " :“'f';‘_“"it"S
- = Iritis
exfoliative ;
Endocrine
. EW”'!E”"E' - * Hypothyroidism
multiforme i * Hyperthyroidism
* Stevens-Johnson ﬁ * Adrenal insufficiency
syndrome b * Hypophysitis
* Toxic epidermal i T
necrolysis |'
= Vitiligo |
* Alopecia ol
| l" Pulmonary
HEpatic L' 5 Pneumonitis
= Hepatitis, - f-, ® |nterstitial lung disease
autoimmune ®  Acute interstitial
| pneumonitis
Gastrointestinal
= Colitis
* Enterocolitis Neurologic
* MNecrotizing colitis " Autoimmune
* Gl perforation \ neuropathy
) = Demyelinating

polyneuropathy

= Guillain-Barré

= Myasthenia gravis—
like syndrome

Renal
* MNephritis, autoimmune
= Renal failure



EVRE IV  PD-L1 >%50

PD-L1 250% First-line Therapy
ADENOCARCINOMA, LARGE CELL, NSCLC NOS

= Pembrolizumab (category 1)%6:47

« (Carboplatin or cisplatin) + l5:|-ermﬂ|trmuzm:l + pembrolizumab (category 1)48.49
= Atezolizumab (category 1)°

= Cemiplimab-rwic (category 1)1

= Carboplatin + paclitaxel + bevacizumab®d + ata:nlizumig (category 1:|52

= Carboplatin + albumin-bound paclitaxel + atezolizumab

* Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) [cﬁegury 1)54

= Cemiplimab-rwlc + paclitaxel + (carboplatin or cisplatin) (category 1)

» Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1)5°

* Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 2B 56
= Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed (category 2B)%®
Useful in Certain Circumstances

» Nivolumab + ipilimumab (category 1)57

SQUAMOUS CELL CARCINOMA

» Pembrolizumab (category 1)%6:47

+ Carboplatin + (paclitaxel of albumin-bound paclitaxel) + pembrolizumab (category 1)58
» Atezolizumab (category 1) 0

« Cemiplimab-rwic (category 1)*?

* Nivolumab + ipilimumab + paclitaxel + carboplatin (category 1)“

* Cemiplimab-rwic + paclitaxel + (carboplatin or cisplatin) (categor 1]55

= Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 2B)%®
* Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + gemcitabine (category 2B)
Useful in Certain Circumstances

» Nivolumab + ipilimumab (category 1)57




EVRE IV PD-L1 2 1-49

PD-L1 21%—49% First-line Therapy

ADENOCARCINOMA, LARGE CELL, NSCLC NOS

Preferred

« (Carboplatin or cisplatin) + pemetrexed + pembrolizumab (category 1)48:49

Other Recommended

« Carboplatin + paclitaxel + bevacizumab®9 + atezolizumab (category 1)52

= Carboplatin + albumin-bound paclitaxel + atezolizumab®?

* Nivolumab + ipilimumab + pemetrexed + (carboplatin or cisplatin) (category

» Nivolumab + ipilimumab (category 1)%7

» Cemiplimab-rwic + paclitaxel + (carboplatin or cisplatin) (category 1)55

*« Cemiplimab-rwic + pemetrexed + (carboplatin or cisplatin) (category 1]""j

» Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel (category 1)56

« Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + pemetrexed (category 1)%®
LinC in_ Circumstan

« Pembrolizumab (category 2B)®46.47

1}54

SQUAMOUS CELL CARCINOMA,

Preferred

» Carboplatin + (paclitaxel or albumin-bound paclitaxel) + pembrolizumab (category 1)58
Other Recommended

» Nivolumab + ipilimuab + paclitaxel + carboplatin (category 1)53

= Nivolumab + ipilimumab (category 1)%7

*» Cemiplimab-rwlic + paclitaxel + (carboplatin or cisplatin) (category 1}55

« Tremelimumab-actl + durvalumab + carboplatin + albumin-bound paclitaxel5®
» Tremelimumab-actl + durvalumab + (carboplatin or cisplatin) + gemcitabine%®
Useful in Certain Circumstances

» Pembrolizumab (category 2B)%46.47



Kicuk Hucreli Akciger Kanserinde Sistemik Tedavi

Limited Hastalik: (Max:4-8 Kiir)
Cisplatin veya Carboplatin+ Etoposid
Es zamanh RT

lyi Yanit veya stabil ise DURVALUMAB
2 yil (4 hafta arayla)

Yaygin Hastalik: (Max:4-8 Kiir)

4 Kir Carboplatin+ Etoposid+Atezolizumab
(veya Durvalumab)

Tek Atezolizumab veya Durvalumab ile
idame

Cisplatin veya Carboplatin+ Etoposid
Cisplatin veya Carboplatin+ Irinotecan

< %5 Hastada Erken Evrede CERRAHI uygulanabilir

IKINCI SECIM TEDAVI
Niiks > 6 Ay
Birinci Secim Tedavi ile Ayni

Nuks £ 6 Ay
Topotecan
Irinotecan
Paclitaxel
Docetaxel
Nivolumab+lpilimimumab
Pembrolizumab
Vinorelbine
Oral Etoposide
Demsitabine
CAV

Tum evrelerde Beyin Metastazi yoksa PCl yapilmalidir.



Terapotik Asilar

TG4010 Vektor bazli asi
Epidermal buylume faktoru asisi
hTERT (vx-001)

Racotumomab

OSE2101

SRL172

Tedaviye bir asinin eklenmesi, plaseboya kiyasla bir miktar iyilesme
gosteren racotumomab disinda genel hayatta kalmada higbir fark
yaratmadi, ancak ortalama hayatta kalma suresindeki fark cok
kicuktl (1,4 ay) ve calisma yalnizca 176 katilimciyi iceriyordu.
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