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KHDAK MUTASYON ORANLARI

Genetic abnormality (references) Gene location SCC Adenocarcinoma
TP53 (36, 71) 17p13.1 51% 36%
PI3KCA amplification (51, 52, 54) 3026.3 33% 6%
S0OX2 amplification (23, 24) 3926.3-q27 23% Very rare
FGFR1 amplification (24, 25) 8piz 22% 1%
PTEM mutation (36, 61) 10g23.3 10% 2%
MET ampiification (34, 35) 7g31.1 3%—21% 3%-21%
PTEM loss (59, 62) 10g23.3 B8%—20% 8%-20%
KRAS mutation (38) 12p12.1 6% 21%
Variant |l mutation (36) pi2 5% Very rare
LKB1 mutation (70) 19p13.3 5% 23%
DDR2 mutation (30) 1g23.3 4% 1%
HERZ overexpression (39-42) 17g11.2-q12, 17g21 3%-5% 5%-9%
PI3KCA mutation (50-52) 3026.3 3% 3%
BRAF mutation (36, 64) 7p34 29 19%—-3%
EGFR mutation (36) 7pl2 <5% 10%-15%
“AKT1 mutation (56) Tdg32.a2 1% Very rare
MET mutation (36) 7g31.1 1% 2%
HER2 mutation (46, 48, 49) 17g11.2-g12, 1721 1% 2%
EML4-ALK fusion (66, 67) 2p21, 2p23 1% 2%-7%
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13.05.2020

Y.E.

60 yas erkek

Ogretmen

35 pak/yil sigara

Halen sigara igici

Sikayeti: Oksiiriik balgam burun akintisi
Covid PCR: negatif

ko . .
UMD Wataysl CBYOOMYA jstemZaman  Barkod Zeman Omek Alma Zmn. Lab. Kabul Zamani UnaylarnaZarnarJl

BagvuruNo  : 20201155446 BN 13,05.2020 08:42 11.&5.20%&99:33 1;.&5_._202& 10:10
Tetkik Sonug lnite _ Referans Degerler Bir Onceki _ Iki Onceki
Kan dre azotu (BUN) 28 mgfdl 10-50
Kreatinin 0.75 mg!dl 030-12
mlfdk/1,

GFR 100.0 A n-14
Bilrutin (totaldirekt) 0.65 my/d  01-15
Aspartat fransaminaz (AST) 171 UL <3
Alanin aminofransferaz (ALT) T 91 UL <50
Gamma glutamil transferaz (G6T) T 98 UL <80
Laktik Dehidrogenaz (LOH) (Serum) T 434 UL <7
Akalen fosfataz T 181 UL =-13

iskli=5
CRP 298 Mol om0




27.04.2020 Toraks BT

Mediastende patolojik boyut ve karakterde lenf nodu
saptanmadi.

Sag akciger Ust lob anterior segmentte parahiler
alanda mediastinal plevra ile siniri ayirt edilemeyen
yaklasik uzun aksi 55mm'ye ulasan kitlesel lezyon
izlenmistir.Sag akciger ust lobda kitle periferinde
interstisyel kalinlagsmalarin eslik ettigi, fokal buzlucam
- konsolide infiltrasyon alanlari dikkati cekmektedir.




27.05.2020 PET BT

Sag akciger iist lob anterior segmentte mediastinal plevraya genis tabanla oturan santralinde
hipometabolik-nekrotik alanlar iceren PET kesitlerinde yaklasik 64x40 mm boyutlu kitlesel
lezyonda heterojen ¢cok yogun FDG tutulumu izlenmistir (SUVmax:18.1).

Sag akciger iist lobda lateralde izlenen fokal buzlu cam/infiltrasyon alanlarinda minimal FDG
tutulumlari 1izlenmistir (SUVmax:1.9).(Enfektif proces?)

Sag iist-alt paratrakeal alanda ve sag parakardiak alanda izlenen subsantimetrik lenf nodlarinda
patolojik FDG tutulumu izlenmemistir.

Karacigerde segment 8'de 57x50 mm boyutlu kistik lezyonda kaydadeger FDG tutulumu
1zlenmemistir.

Dalak, her iki siirrenal glandda ve intraabdominal diger visseral organlarda; abdominopelvik lenfatik
istasyonlarda FDG tutulum ve dagilimi fizyolojik siirlarda izlenmistir.

T8 ve T9 vertebrada muhtemel dejenerasyona bagli izlenen sklerotik alanlarda patolojik FDG
tutulumu izlenmemistir.

Iskelet sistemi diger kisimlarinda FDG tutulum ve dagilim fizyolojik sinirlarda izlenmistir.




BRONKOSKOPI 04.06.2020

Torminunbitkinya Bovanma Pand Sonuclan @ PATOUOI DMMONOHISTORIMYA UG LILAMAST
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Kontrastli Kranial MR

Kranival ve Diffiizvon MR
BULGULAR:

Serebellar hemisferl er vasla uvumlu normal biiviikliikte olup, gri ve beyvaz cevher sinval dzellilderi
normaldir Serebellar folialar belirgindir.

Wermis ve serebellar tonsill er normal lokalizasvondadir. Kranioservikal bileske tabiidir.
Mez ensefalon, pons, bulbus sinyal intensitesi normaldir.

4. ventrikiil boyut ve konfigiirasvonu normaldir.

3. ve lateral ventrikiil ile hemisferik kortikal sulkuslar dilate olup atrofi mevcuttur.

Bilateral sentrum semiovale.koronaradiata ve periventrikiiler alanda vayvgmT2 ve FLATIR sekanslarda
hiperintens nonspesifik odaklar mevcuitur.

Néralparankim de ver kaplavan lezvon saptanmad.

Bazal ganglionlar normal konfigrasvonda ve sinval intensitesindedir.
Bazal sisternal ar ve ekstraaksivel vapilarda patolojik bul gu saptanmadh
| zZlenebilen kafa cifti sinirleri trasesinde patolojik bulgu saptanmad.

Kaverndz siniisler ve intrakranial majér arterivel vapilar normal signalvoid akama sahip olup patolojik sinval
degisikligi saptanmach.

Kesit alanina dahil kemik vapilar ve ekstrakranival vumusak dokular normaldir.

Paranasal simiislerde mukozal kahnlasmalar meventtur. Konkalar hipertrofiktir. Mastoid hiicrelerde
skleroz ve mukozal kalmlasma izlenmistir.

Post kontrast serilerde patolojik kontrast tutulumu saptanmadi. Diffiizyon kisitlamasi izlenmedi.



Cerrahi Konsey

* Servikal Mediastinoskopi + Rezeksiyon



MEDIASTINOSKOPI + SAG PNOMONEKTOMI
03.07.2020

GAA cift limen entlibasyonla supin pozisyonda suprajuguler insizyonla platysma,
thyrohyoid ve sternohyoid kaslar gecilerek pretrakeal fasya acildi. Parmak diseksiyonu ile
brakiosefalik arter-ven altindan tiinel acilarak mediastinoskop yerlestirildi. 4R, 4L ve 7
no'lu istasyonlardan multipl punch biopsiler alindi. islem komplikasyonsuz olarak
sonlandirildi. Frozen sonucu negatif gelen hasta lateral dekiibit pozisyona alindi, sag p/L
tor ile 5. ikadan hemitoraksa girildi. TUmor santral yerlesimli oldugu icin perikard acildi ve
pnomonektomi karari verildi. intra perikaldiyal olarak alt ven, lst ven ve ana pulmoner
arter donuldu vaskuler stapler ile kesildi.sag ana brons ,brons stapleri ile kesildi. brons
cerrahi sinir forozende negatif cikti . 7,7+8,10R,4R lenf nodlari diseke edildi.perikarda
prolen mesh kondu. hemostaz ve areostaz sonrasi katlar ppi kapatildi .



Post op. Patoloji

Histopatd ciik Tamlar [ Sitopatolojik Tamlar @ HISTOPATOLCOIK TAMI Skuaméz Hlcrdi Karsinom (Mon-
keratinize)
Tim ériin Histopatal gjik Tipi : pT3 N1 MO
Histopato ojik grade : Grade 3
Tlmar cam : 6x5x3,5 cm. Evre I" A
Tumdr Lokalizasyonu : Ost lob kaynakh, iist lob brons girisimi tkamis, fissiri invaze
ederek orta loba yawulmis, %20 nekrotik san beyaz fimar
Tumarin brons cerrahi simirdan uzakhdi : 2,50,
Plewral tutulum s PLO(), PL10, A2(),PL3 ()
Brons cerrahi simir tutulum (-] .
Vaskiiler cerrahi anir tutulum & { - ) Neq?jju_a!'l_e_ﬂdgi o } sok: (), Hafif O, Orta: O, Adir:
Parankima cerrahi simr tutulum () Akader il ikindl timor odadi :
Perikard Cerrahi Sirir Tutulum @ -) Toraks duvan tutulumu
Perikard Tutulum (=) Interkostal kas twtdumu
Kosta tutulumu

Perostd kemik proliferasyonu :

Vaskiiler invazyon :(-) :
. Yumusak doku cerrahi simir

Lenfatik invazyon |: -) KDEE?:EFFE‘H inir
Perindral invazyon (-] REZEKSIYON UZERI LENF NODLARI:
Hawa wolu fimar yawhmmi [ST.-H'.S:I (-] : ez hooel karemom

- el
Diger doku twiulumu () st Lob No.12: Reaktif dedigiier, antrakozi
Tlmér gevresinde Ust Lob Mo.13: Reaktif defisiklikler, anirakozis
Stromal desm opl azi s (+) Orta Lob Mo.12: Reaktif defisiklikler, antrakozis
Stromal ilthabi infil rasyon (44 At Lob Mo, 12: Reskif dedisiklikler, antrakozis
Prekanseraz lezyon (-
Tiumér cevresif distdi akc der parankim @ Pnémonik AYRICA GEMNDERILEM LEMF MODLARI:
Tumdrden wzak akdger parankim : Kornjesyon B-Mo4R.: Reaktif dedisiklikler, antrakozis

C-Mo.7: Reaktifdedisiklikler, antrakozis
D-Mo.7: Reaktif dedisiklikler, antrakozis
E-Mo.10: Reaktif dedisiklikler, antrakozis

FROZEN ARTIGI:

Modl: Red:tif dedisiklikler, antrakozis
Mo4R.: Reaktf dedisiklikler, anfrakozis
Mo.7: Reddif dedisiklikler, antrakozis
RAPOR SOMUCLAMMA TARIHI

Yorum : RAPOR CIKIS TARIHI: 21.07.2020



2020 yilinda hastamiz icin 6nerilen : Adjuvant KT
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Postoperatif Tedavi Plani

Hastamiz ALINA calismasina uygun oldugundan
molekuler calisma icin Parafin blok gonderildi

ALK + bulundu ve ALINA calismasina kabul edilen
hastamiz Alectinib koluna randomize oldu.

Postop 2 yil stireyle 2x600 mg/giin Alectinib kullandi.



TAKIP ve SAGKALIM

27 Temmuz 2021 de (postop 1.yil) covid + kisa streli hastane
yatisi

68 aydir Niiks yok @&

KOAH icin inhaler ila¢ kullaniyor

Yeni gelisen malignite yok

2025 agustos katarakt op ve dis tedavisi

Su an 66 yasinda
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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.,
Makoto Mishio, M.D., Ph.D., Dae Ho Lee, M.D., Ph.D., Jong-Seck Lee, M.D., Ph.D., Wenzhao Zhong, M.D., Ph.D.,
Hidehito Horinouchi, M.D., Ph.D., Weimin Mao, M.D., Ph.D., Maximilian Hochmair, M.D.,

Filippo de Marinis, M.D., M. Rita Migliorino, M.D., Igor Bondarenko, M.D., Ph.D_, Shun Lu, M.D.,

Qun Wang, M.D., Tania Ochi Lohmann, Ph.D., Tingting Xu, M.D., Andres Cardona, M.Sc., Thorsten Ruf, M.D.,
Johannes Noe, Ph.D_, and Benjamin |. Solomon, M.B_, B.5_, Ph.D_, for the ALINA Investigators®

2018 Agustos /2021 Aralik arasi 26 tlkeden toplam 257 hasta

A Phase lll, randomized, multicenter, open-label trial in
patients with resected stage IB-1IIA ALK+ NSCLC"#

ALECENSA 600 mg BID

(2 years or until disease recurrence or
unacceptable toxicity)

(n=130)

ALINA

Patients with resected Further treatments at

stage IB (=4 cm)-lIIA R1TP investigator choice
UICC/AJCC 7th .
edition ALK+ NSCLC Platinum-based chemotherapy Survival follow-up

(four 21-day cycles until disease
recurrence or unacceptable toxicity)®

(n=127)

(N=257)
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Alectinib in Resected ALK-Positive Non—Small-Cell Lung Cancer

ALINA CALISMASINA ALINAN

OLGULARIN OZELLIKLERI

Characteristic

Smoking status — no. (28)
Mever smoked
Previous smoker
Current srmoker
Disease stage at initial diagnosis — no. (35}
IB
i
(IFIF
Regional lymph-nede stage — noa. [35)
MO
M1
M2
Modal assessment — no. (2E)
BALM D
Lyrmph-nade sampling
PMLMD and lymph-node sampling not performed
Histologic type — no. (35)
Squarnous
Mansquamous
Surgical procedure for lung cancer — no. [95)
Lobectormy
Sleeve lobectorny
Bilabectarmy
Prneumanectamy

Alectinilb
(M=130)

B4 (64.6)
41 (31.5)
5 (3.8)

14 (10.8)
47 (36.2)
69 (53.1)

21 (16.2)
45 (34.6)
64 (49.2)

108 (83.1)
19 (14.6)
3 (2.3)

6 (4.6)
124 (95.4)

126 (96.9)
(]
2 (1.5)
2 (1.5)

Chemotherapy

(N =127)

70 (55.1)
54 (42.5)
3 (2.4)

12 (9.4)
45 (35.4)
70 (55.1)

18 (14.2)
43 (33.9)
66 (52.0)

105 {82.7)
15 (11.8)
7 (5.5)

3 (2.4)
124 (97.6)

117 (92.1)
1 {0.8)
5 (3.9)
4 (3.1)




Medyan Hastaliksiz Sagkalim

Patients with Stage Il or Il|A Disease
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Alectinib
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44.4 (27.8-NE)

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



e NEW ENGLAND Hastaliksiz Sagkalim
JOURNAL § MEDICINE

APRIL 11, 2024

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

T Alectinib % T—

2 yillik 93.6 63.7
3 yillik 88.7 54.0



GUnumuzde ALK + Adjuvant Tedavi

Comprenensive NCCN Guidelines Version 5.2026 Wbt s L
i Non-Small Cell Lung Cancer T ——

PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPYD

Other Adjuvant Systemic Therapy
Targeted Thtera|:|:-,|r Options for Patients with Resected NSCLC
= Alectinib15 (for ients with 24 ecm or node-positive NSCLC stages IB-lllA, lIB [T2-T3, N2b: T4, N2]. and positive for ALK gene fusions

category 1).
. III‘.‘Z:!.-':.imlg\a-rtri]:;il:t:I (for patients with NSCLC positive for EGFR exon 19 deletion or L858R mutatiﬂn}
» For patients with stage IB=llIA, llIB (T2=T3, H2h T4, N2) NSCLC who received previous adjuvant chemotherapy or are ineligible to receive
platinum-based chemotherapy (category 1)16
» For patients who received previous neoadjuvant Osimertinib £ chemotherapy®

Immune Gheck_‘}olnt Inhibitor Options for Patients with Resected NSCLC Tumors

- Atezolizumab'? (for patients with 24 cm or node-positive NSCLC stages IB=lIIA, IlIB [T2-T3, N2b; T4, N2] who received previous adjuvant
chemotherapy with NSCLC PD-L1 21% and no known EGFR mutations or ALK gene fusions) (category 1).

+ Pembrolizumab
» For up to a year for patients with 24 em or node-positive NSCLC stages |IB-llIA, IIIB (T2-T3, N2b; T4, N2) who received prevlnus adjuvant

chemotherapy and no known EGFR mutations or ALK gene fusions (category 1).'2 The benefit for patients with PD-L1 <1% is unclear.

» For up to 39 weeks for patients who received previous neoadjuvant chemotherapy + Pembrolizumab (category 1).3

= Durvalumab? (for patients who received previous neoadjuvant chemotherapy + Durvalumab and no known EGFR mutations or ALK gene
fusions) (category 1).

= Nivolumab? (for patients who received previous neoadjuvant chemotherapy + Nivolumab and no known EGFR mutations or ALK gene
fusions) (category 1).



ADAURA Calisma Dizayni

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 OCTOBER 29, 2020 VOL. 383 NO. 18

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

John, Ph.D., Christian Grohe, M.D.,

Yi-Long Wu, M.D., Masahiro Tsuboi, M.D., Jie He, M.D., Thomas

Cancer

Tarama postop KT sonrasi yapilmis

&

N B
SCREENING
Part I:
Enrollment of Central
patients with laboratory
completely | | determination
resected stage of EGFR
IB, I, 1A mutation
NSCLC
Part Il:
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

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

Qmpleted or discontinued. /




Adjuvant Osimertinib/ Plasebo
Medyan Hastaliksiz Sagkalim

A Pafevi webh S 1S 111 D6 snasm
Lo

e Mizdian Dissasefres Sursieal

Ao il of Dissa efen Surdel
[=]

Evre |l ve llIA

955 CO)
o3 Les o
Dhrmerani MR (55— HI.'I
[ B [ e s LA E N S R
I'll.n.dmnlbr:lm FREILITENER
a1+ = dpath, 017 (908 ©1, DLDE —502E
P D]
ao T T T T T T T ¥
a L] iz IR a4 o 3 43 4%
Monthe sincs EssdomirsSon
Mo at Rk
O i e b IEE T L LE? T iT =1 g - a
Plocebs IET 1750 127 & i1 ar = L a
B Patiorrts with Stagps 05 o (118 Disease
Lo+
[ B
aE=
=
& ard
L
[ 8.2
as] Evre [B,lI, llIA
% L= . .
= kizdian Discase fres Sureienl
= 1955 £
:E B —
E Ouimersniz NP [RC- MO
234 Haspkea I T2 D- 3500
Harard ratio For Sisune mosrmeree
a1 or Seath, 0390 (T 11% O, O D40 50
Pl oo
ao T T T T T T d
a B L2 1 g 14 - kL &2 48 L
Meontha sircs EamdomicsSon
Mo at ik
O i e b 1= Lk | T IR L3R ] a7 3 1]
Placsias 145 T 267 15k 5l iE F 1 1 a



2 Yillik Hastaliksiz Sagkalim

2 yillik hastaliksiz
sagkalim %
Osimertinib 89 P<0.001
Plasebo 52



The NEW ENGLAND JOURNAL of MEDICINE N Engl J Med 2023

ORIGINAL ARTICLE ||

5 yillik sagkalim

Overall Survival with Osimertinib
in Resected EGFR-Mutated NSCLC

Masahire Tsuboi, M.Dv, Roy 5. Herbst, M.D., Ph.D.,

A Patients with Stage Il to IIA Disease
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GUnumuzde EGFR+ Adjuvant Tedavi

Comprenensive NCCN Guidelines Version 5.2026 Wbt s L
i Non-Small Cell Lung Cancer T ——

PRINCIPLES OF PERIOPERATIVE SYSTEMIC THERAPYD

Other Adjuvant Systemic Therapy
Targeted Thtera|:|:-,|r Options for Patients with Resected NSCLC
= Alectinib15 (for patients with 24 cm or node-positive NSCLC stages IB-lIIA, IIB [T2-T3, N2b; T4, N2, and positive for ALK gene fusions)

* Osimertinib [fnr patients with NSCLC positive for EGER exon 19 deletion or L858R mutatmn}
» For patients with stage IB=llIA, llIB (T2=T3, H2h T4, N2) NSCLC who received previous adjuvant chemotherapy or are ineligible to receive

latinum-based chemothera 1)

who received previous neoadjuva

chemoinerap

Immune Gheck_‘}olnt Inhibitor Options for Patients with Resected NSCLC Tumors

- Atezolizumab'? (for patients with 24 cm or node-positive NSCLC stages IB=lIIA, IlIB [T2-T3, N2b; T4, N2] who received previous adjuvant
chemotherapy with NSCLC PD-L1 21% and no known EGFR mutations or ALK gene fusions) (category 1).

+ Pembrolizumab
» For up to a year for patients with 24 em or node-positive NSCLC stages |IB-llIA, IIIB (T2-T3, N2b; T4, N2) who received prevlnus adjuvant

chemotherapy and no known EGFR mutations or ALK gene fusions (category 1).'2 The benefit for patients with PD-L1 <1% is unclear.

» For up to 39 weeks for patients who received previous neoadjuvant chemotherapy + Pembrolizumab (category 1).3

= Durvalumab? (for patients who received previous neoadjuvant chemotherapy + Durvalumab and no known EGFR mutations or ALK gene
fusions) (category 1).

= Nivolumab? (for patients who received previous neoadjuvant chemotherapy + Nivolumab and no known EGFR mutations or ALK gene

fusions) (category 1).
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