Akciger Kanserinde Hedefe Yonelik
Tedavi Secenekleri

Dr. Deniz Tural
Bakirkoy Dr. Sadi Konuk Egitim ve Arastirma Hastanesi
Tibbi Onkoloji



Ders Plan

O Akciger kanserin iHK siniflandirma

U Molekiiler siniflandirma

O Tedavi Tarihgesi

U EGFR ekzon 19, 21 mutasyonunda segenekler
U ALK alterasyonunda tedavi secenekleri

U ROS1 alterasyonunda tedavi segenekleri

U RET alterasyonunda tedavi segenekleri

U KRAS G12C mutasyonunda secenekler

U Diger mutasyonlar ve se¢cenekler



Akciger Kanserinde Insidans ve Mortalite

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Lung and Bronchus Cancer
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KHDAK Patolojik Siniflandirma

 Adenocarcinoma of lung
» TTF-1 (+), Cytokeratin 7/20 (+/-)
 Adenocarcinoma of Gl tract
» CDX 2 (+), Cytokeratin 7/20 (-/+)
* Squamous of lung
" p63 and p40 (+)
 Mesothelioma
= WT-1 (+), Calretinin (+), Cytokeratin 5/6 (+)
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Targeted Therapy for Adenocarcinoma
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Tsao AS. et al. J Thorac Oncol. 2016:11:613-638.
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Amplification
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Molekuler patolojiler hangi testle degerlendirilme

Oncogenic Targets and Testing Methodologies

* Clinical guidelines strongly

EGFR mutations* PCR, NGS recommend broad molecular

BRAF mutations v”;?é::zf;)'”c (gdengive profiling to identify rare driver
T SRR mutations for which effective

ALK rearrangements' FISH,! NGS, IHC (screening) drugs may be available; or tO

ROS1 rearrangements’ FISH,' NGS, IHC (screening) appropriately counsel patients

RET rearrangements' FISH,' NGS about available clinical trials
METex14 skipping mutations  NGS

NTRK rearrangements’ FISH,' NGS, IHC = Broad molecular profiling is a key
MET amplifications FISH, NGS component of the improvement
HER mutations PCR, NGS of care of patients with NSCLC

Tumor mutational burden NGS

*Majority are L858R or ex19del; ~ 10% are uncommon variants.
‘Real-time qPCR will miss novel fusion partners.
'Using break-apart probes designed to detect rearrangements,
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Kris M, et al. JAMA. 2014 May 21; 311(19): 1998-2006



Histoloji ve Genomik Ozeliklere Gore Tedavi

Vool Cancer

National

comprehensive NCCN Guidelines Version 2.2024
Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents

Network® Discussion
CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTING™™
SUBTYPE?
» Molecular testing, including:
» Adenocarcinoma » EGFR mutation (category 1), ALK (category 1),
« Large cell KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
« Establish histologic * NSCLC not —>| skipping, RET, ERBB2 (HER2) — |Results
subtype? with otherwise » Testing should be conducted as part of broad (NSCL-20)
adequate tissue for specified (NOS) molecular profiling™
molecular testing a * Programmed death ligand 1 (PD-L1) testing
(consider rebiopsy (category 1)
»::ivanced or plasma tt;.sting if
; appropriate
Lr:z;aasst:tlc * Smoking cessation
counseling
* Integrate palliative « Consider molecular testing, including:°°
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for s Il NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) HEENTOUS-o ERBB2 (HER2) L |Results
carcinoma » Testing should be conducted as part of (NSCL-20)

broad molecular profiling™"

* PD-L1 testing (category 1)




Histoloji ve Genomik Ozeliklere Gére Tedavi

National

comprenensive NCCN Guidelines Version 2.2024 NCCNTc;;i:i;ngz A?e"n‘ii
Ay ancer | Non-Small Cell Lung Cancer B s

TESTING RESULTS/!Imm

EGFR exon 19 deletion or exon 21 L858R mutation positive NSCL-21
EGFR S768l, L861Q, and/or G719X mutation positive NSCL-24
EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK rearrangement positive NSCL-27
ROS1 rearrangement positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
METex14 skipping mutation positive NSCL-34
RET rearrangement positive NSCL-35
ERBB2 (HER2) mutation positive NSCL-36
PD-L1 21% and negative for actionable molecular biomarkers above NSCL-37
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-38




KHDAK'de Sistemik Tedavilerin Tarihsel Yolculugu

PLATIN BAZLI KEMOTERAPIK AJANLARIN

(1 Cevap oranlari: %30-40

(JMedyan sagkalim: 8—10 ay

Jd1-yilhik sagkalim: %30-40




Metastatik KHDAK Tedavi SUreci

Major Milestones in the Treatment of

Chemotherapy + Advanced NSCLC —m—
histology- targeted directed) therapy
therapy
2% Bne 2/3% fine EML4-ALK Maintenance
o ity described survival
1995 1999 2004 2005 2006 2007 2008 2009 2010
1 platinum- EGFR mutations Bevacizumab for
based therapy described

Entrectinib (ROS14)

Caliinh Alacthls Sppoved At Entrectinib/Larotrectinib (NTRK+)
Ramucirumab in all Osimertinidb Sriestial AL Dabrafenib/Trametinib (BRAF+)
: 2nd line (EGFRm) Crizotinib
Crizotinib ~ Genomic analysis: (ROS14) 3G Lorlatinib (ALK+)  Capmatinib/Tepotinib (MET+)
(ALK+) squamous and " i
non-squamous Afatinib/Erlotinib/Gefitinib (EGFRm) First line osimertinib, alectinib  Selpercatinib/praisetinib (RET+)
2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
Nivolumab, osimertinib!
More deiver targets ;a::.mu No'_ 1st line pembrolizumab (PD-11+) Adjuvant
idenk: ROS1, RET, 2 o , atezolizumab 1" line atezolizumab AoVt Smwnetherapyé
HER2, BRAF
1" line ipilimumab + nivolumab

Immunotherapy = =
Courtesy of Joel W Neal, MD, PhD R Chiein & ity
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Large panel NGS finds targets
of FDA-approved targeted drugs — circa 2021

MSK-IMPACT data, MSKCC

No Mutations 1.2%
- UMD 12.0%

EGFR sensitizing 19.4%

Other Drivers 2.9%
PTENoss 0.7%
- CDKN2Aloss 1.9%

| - BRAF nonVe00E 1.3% EGFR sensitizing 19.4%
s EGFR T790M 5.5%
EGFR exon20 2.1%
EGFR WT Amp 1.0%

EGFR T790M 5.5%

EGFR exon20 2.1% g
EGFRWT Amp 1.0% $ g

ALK fusion 3.8% ::.A:;:‘.;:_

ROST1 fusion 2.6% ¥
RET fusion 1.7% ~ %
BRAF VB00E 2.1% "

MET splice 3.0%

* KRAS 25.3%

MET Amp 1.4% - FGFR1/2 0.7%
EABB2Amp14% / | | | . —NRAS1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0% n=860

' MAP2K10.7%
TSC1/21088 0.7% e popomut 2.3%

Courtesy of Marc Ladanyi, MD Jordan EJ et al. Cancer Discovery 2017
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EGFR EXON 19 DELETION OR L858R MUTATIONS™™

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR exon
19 deletion
or L858R
mutations

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYPP

Preferred
Osimertinib99 (category 1)

> Progression

Other Recommended
Erlotinib99 (category 1)

or Afatinib99 (category 1)

or Gefitinib99 (category 1)

or Dacomitinib%9 (category 1)
or Erlotinib + ramucirumab

or Erlotinib + bevacizumab™*$

Progression

Complete planned systemic
therapy, including
maintenance therapy,

or interrupt, followed by
osimertinib (preferred)
or

erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumab™ss

*> Progression

Progression

A

A

Subsequent
Therapy (NSCL-21)

Subsequent
Therapy (NSCL-22)

Subseguent

\

Therapy (NSCL-21)

Subseguent

\

Therapy (NSCL-22)
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Front-line EGFR mutant NSCLC

Trial Chemo mPFS PFS HR ORR% (TKI | 2G3 TKI
(TKI vs Chemo), p (95%Cl) vs Chemo) | tox (%)

IPASS Gefitinib Carbo-Taxol All 9.5 vs 6.3; p<0.001 0.48 71 vs 47 33
(0.36-0.64)

NEJO02 Gefitinib Carbo-Taxol L858R, Del19 10.8 vs 5.4; p<0.001 0.30 74 vs 31 41
(0.22-0.41)

WITOG Gefitinib Cis-Doce L858R, Del19 9.2 vs 6.3; p<0.001 0.49 62 vs 32 NR
3405 (0.34-0.71)

OPTIMAL Erlotinib Carbo-Gem L858R, Del19 13.1 vs 4.6; p<0.001 0.16 83 vs 36 37
(0.10-0.26)

EURTAC Erlotinib Cis/Carbo- L858R, Del19 9.7 vs 5.2; p<0.001 0.37 58 vs 15 46
Doce/Gem (0.25-0.54)

LUX-3 Afatinib Cis-Pem L858R, Dell9 13.6 vs 6.9; p<0.0001 0.47 56 vs 23 49
(0.34-0.65)

LUX-6 Afatinib Cis-Gem L858R, Dell9 11.0 vs 5.6; p<0.0001 0.28 67 vs 23 36
(0.20-0.39)

Mok NEJM (2009), Mitsudomi Lancet Oncol (2010); Maemondo NEJM (2010); Zhou Lancet Oncol (2011); Rossell Lancet Oncol (2012); Sequist JCO (2013); Wu Lancet Oncol (2014); NR, not reported
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Metastatik KHDAK EGFR Mutasyonunda Tedavi

FLAURA cift kor ¢galisma tasarimi 123

Lokal olarak ilerlemis veya metastatik KHDAK
Osimertinib

hastalan

Temel dahil stme kiiterlers (80 mg p.o. qd) Objektif
eme me i - $ ¢ :
» 218 yas' Mutasyon durumu hasf:g;e:;‘y Takip
» DSO performans durumu 0/ 1 (Ekson 19 delesyonu/ | § haftada byt IR OS ve
LB38R| Randomizasyon orani 1:1 RECIST 1 progresyon
« Ekson 19 delesyonu / LB58R (yerel*veya S ECIST 1.1 ARy
i ] degerlendirmesi asi Giki
merkezi* EGFR festine gore galigmaya alim) (Asyah | g
+ Daha once sistemik anti-kanser/ As)-ah of.ma-"x\_" gore EG?"R-TKI Karsiagtinma kokys
EGFR-TKI tedavisi uygulanmamas gruplama Gefitinib {250 mg p.o. qd) veya
» Stabil MSS metastazianna izin verilmigti Erlotinib (150 mg p.o. ¢d) EGFR-TKI karsilagtirma kolunda,
(n=277) progresyon ve T790M poztifigi merkezi
otarak dodrulandiktan sonra agik etiketli
osimertind alabien hastalarda gapraz gegige
Sonlanim noktalan zin venimaghr

» Primer sonlanim noktasi: Arastirmaci degerendirmesine gére (RECIST 1.1 uyarninca) PFS
. Caligmanin, %5 iki yonld alfa duzeyinde 0,71 dederindeki tehlike oranini (10. aydan 14,1. aya kadar medyan PFS'de %29 ivilesmeyi temsil eder)
saptama glict %90'dir
« Sekonder sonlanim noktalan: Objektif yanit orani, yanit stiresi, hastal:ik kontrol orani, yanit derinligi, genel sagkalim, hasta tarafindan bildirilen
sonuglar, glveniilik , Progresyon sonras: etkililik

FLAURA wit hain Get 12 Haieas 2017, NCTR206125

CAprrpada 230 W D e OUreUGEieNT MOl SDCIEUNAS SRJNrSASaTGENG Jin, VoD ECFR Wanpee Taat (FRoche Nowoser Sysued | W00 Ctgrs DIGavadas ONCE MnODet i AON0arane Clrch QUIIND Wyl ariitnds sagnigle, Y18 aplan somrd 12 natasa o

W33, merta ser s, EGFR. epiierrad Sysme iory resepors. HHDAK, Mg 20ored 4 sioger Gymer: FFS progrotyoens sagtaer po. oom yoidyr RECIST 1.1, Goidd Tursorierde Yaes Degerlencime rierien varsyon | 12 g gunde b goc 50, sandan iy TW, troon dnar
etders, 0. Duryaiagn Orpa)

1 Spi0 J-C dal Anch and supslamantary sppendie. N Engl J Y 21837113125 7 Planchad Dot o Pracanted 3t Ewrogean Lung Caoced Congracs, 11.14 Agd M1 Geneva, Swtédand 3. Ota Y at al Predented i Eurogean Socrty
far Moticad Oncelegy Asia Congess: 1713 Nawamied 2017, Sngapare
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Osimertinib vs Gefitinib/Erlotinib as first treatment for NSCLC

Progression-Free Survival B —
Patients .

é 1.0+ Osimertinib 279

é SundatdEGFR-TKIH 27; e ‘

S 0.8 046 (95% 1, 037-0

3 P«<0.001

-

oD © 0.6-

g % Osimertinib

Sa 04

Z

= 0.2+

0

o Standard EGFR-TKI

e 00 | 1 | I | | | | |
O 3 6 9 12 15 18 21 24 27

Month

®

Momanal Shoan Ketteriog
Cancer Cinler

Soria et al, NEJM 2017
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FLAURA: TAK’de EGFR mutasyon durumuna gore PFS

Ekson 19 delesyonu L858R
Medyan PFS, ay (%95 GA) ——— Medyan PFS, ay (%95 GA)
e Osimertinib 21.4 (16.5-24.3) = Osimertinib _ 144(11.1-18.9)
EGFR-TK| komparatdr 11.0 (9.7-12.6) — EGFR-TKI komparator 9.5 (8.1-11.0)
) HR, 0.43 A HR, 0.51
E (%95 GA, 0.32-0.56) E (%95 GA, 0.36-0.71)
3 08 | p<0001 g 08 p<0 001
»§ ’g
& 06 - = 086
52 5%
) 2w
82 o4 82 04
> © " g, o Y
g g
g 02 - g’ 0.2 -
o o
00 T + : T r 0.0 - : .
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Ay Ay
Risk altindaki Risk altindaki
hasta sayisi hasta sayisi
Osimertinib 175 167 151 139 122 96 46 18 4 0 Osimertinib 104 95 82 71 56 43 25 8 0 0
EGFR-TKI EGFR-TKI
Komparator 174 157 132 105 74 55 25 9 2 komparator 103 82 65 a7 33 23 12 1 0 0

FLAURA veri kesme noktasi: 12 Haziran 2017.
Centik isaretieri sanstrlenmig verileri gbstermekiedir

EGFR = epidermal bliyime faktori reseptorl; TAK = tam analiz kiimesi; HR, tehlike orani; PFS, progresyonsuz sagkalim; TKI, tirozin kinaz inhibitor(
1. Soria J-C et al. Article and supplementary appendix. N Engl J Med. 2018;378:113-125
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AURA3: A Phase Ill Study of Osimertinib versus Platinum-

Based Doublet Chemotherapy for Locally Advanced or
Metastatic NSCLC

S

Locally advanced or metastatic,
EGFR mutation-positive NSCLC

Disease progression after first-line
EGFR TKI therapy

T790M-positive : Platinum-based doublet
chemotherapy

Primary Endpoint: Progression-free survival
Key Secondary Endpoints: Objective response rate, overall survival and safety

www.clinicaltrials.gov. NCT02151981
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Response to osimertinib based on plasma/tissue T790M
detection

A B
Tumor T790M Positive (n = 173) Tumor T790M Negative (n = 58)
1:3 ORR (95% Cl): 62% (84 to 70) 1£ j ORR (95% C1): 26% (16 10 39)
W Plasma T790M Positive = Plasma T790M Positive
60 ® Plasma T790M Negative 60 4 » Plasma T790M Negative
; 40 W Plasma T790M unknown ;'E 40
- 20 - S0 BERAIAL i s s s i s dbassssidassdeniissvsnsssseinee
g’ 0 g 0
S 20 S -4
< 40 < 40 4
-60 -80
-80 -80 -
~100 -100 A
ORR (95% CIh P
Tumor T790M Positive 62% (54 10 70) <.001
Tumor T790M Negative 26% (15 10 39)
D
Plasma T790M Positive (n = 164) Plasma T790M Negative (n = 102)
123 i ORR (96% C1): 63% (56 to 70) 123 i ORR (95% Cl): 46% (36 10 56)
| Tumor T790M Positive W Tumor T790M Positive
e 60 - W Tumor T790M Negative ey 60 - » Tumor T790M Negative
2% 40+ M Tumor unknown a® 40 | Tumor unknown
;’ ‘m' 20 e essesasessesancrscansssscannnensansassne
=4 e o
= = -20 4
S 8 o Joriesesusassavivasennt
~60
~-80
-100 A
ORR (95% CI1) P
Plasma T790M Positive 63% (55 to 70) 011
Plasma T790M Neoegative 46% (36 1o 56)

Oxnard GR et al. J Clin Oncol 2016
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Osimertinib as best in class EGFR TKI

Osimertinib is best first line treatment

NO 2nd line treatment (35%)] * Symptomatic CNS progression

(3x higher, 15% vs 6%)

r Erlotinib/Afatinib/Gefitinib

= Bl
mPFS 11 mo Osimertinib mPFS 9mo  wem
Rorer e Chemo +/- 10

Diagnosis Progression =

Clinical Trial
L Osimertinib mPFS 19 mo J

Always give your best treatments first. Not everyone gets second line treatment

No approved targeted agents after osimertinib, but that’s the case either way

@ Concer Canpac Courtesy of Helena Yu, MD
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ALEX trial: alectinib frontline against crizotinib

ORIGINAL ARTICLE

Alectinib versus Crizotinib in Untreated
ALK-Positive Non—-Small-Cell Lung Cancer

Solange Peters, M.D,, Ph.D., D. Ross Camidge, M.D., Ph.D,,
Alice T. Shaw, M.D., Ph.D., Shirish Gadgeel, M.D., Jin S. Ahn, M.D.,

Dong-Wan Kim, M.D., Ph.D,, Sai-Hong . Ou, M.D,, Ph.D., Maurice Pérol, M.D.,

Rafal Dziadziuszko, M.D., Rafael Rosell, M.D., Ph.D., Ali Zeaiter, M.D,,
Emmanuel Mitry, M.D., Ph.D,, Sophie Golding, M.Sc., Bogdana Balas, M.D,,
Johannes Noe, Ph.D., Peter N, Morcos, Pharm.D., and Tony Mok, M.D,,
for the ALEX Trial Investigators*

Courtesy of Solange Peters, MD, PhD

Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.34-0.65)
P<0.001 by log-rank test

Alectinib

Progression-free Survival
(% of patients)
S

104 Crizotinib

T T T T T T T T T 1
Day 3 6 9 12 15 18 21 24 27 30
Month

No. at Risk
Alectinib 152 135 113 109 97 81 67 35 15 3
Crizotinib 151 132 104 84 65 46 35 16 5

Peters S, et al. N Engl ) Med 2017;377:829-38.
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ALEX: CNS Activity

Patients with CNS metastases at baseline Patients without CNS metastases at baseline
100 = — Crizotinib (n=58) 100 = === Crizofinib (n=93)
= = Alectinib (n=64) _ = Alectinid (n=88)
S 8-+ HR=0.40 S 80+ HR=051
5 (95% C1: 0.25-0.64) 5 {95% Ct: 0.33-0.80)
-§ o + .§ e o
§ w- g «-
£ £
0 | 1 ] 1 | 1 1 1] 1 1 L} 0 ] 1 | 1 1 1 | | | J
D:v B 12 15 18 21 24 271 30 D;V 6 9 12 15 18 21 24 271
Time (months) Time (months)
Patients at risk Patients at risk
Crizoinb 58 48 66 22 17 9 6 3 1 Crizotinb 93 84 71 62 48 37 20 13
Mecinb 64 54 41 39 36 31 24 10 4 1 MNecinb 88 81 72 70 61 50 43 25 11 2

Courtesy of Solange Peters, MD, PhD

Peters S, et al. N Engl J Med 2017.377:829-38.
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ALTA-1L trial: PFS by independent review

ORIGINAL ARTICLE

Brigatinib versus Crizotinib in ALK-Positive
Non-Small-Cell Lung Cancer

D.R. Camidge, H.-R. Kim, M.-). Ahn, J.C.-H. Yang, ).-Y. Han, J.-5. Lee,
M.). Hochmair, ).Y.-C. LI, G.-C. C h.m“, K.H, Lee, C Gridelli, A, Delmonte,
M.R.G, Campelo, D.-W. Kim, A, Bearz, F. Griesinger, A. Morabito, E. Felip,

R. Califano, S. Ghosh, A, Spira, S.N. Gettinger, M, Tiseo, N, Gupta, ), Haney,

D. Kerstein, and S, Popat

* Same benefit in patients with our without prior chemotherapy
* Independent radiological review
* Interim analysis

Courtesy of Solange Peters, MD, PhD

Primary Endpoint: BIRC-Assessed PFS

Vs HR for disease progression or death,
80 0.49 (95% CI, 0.35 to 0.68)
80 - P<0.0001 by log-rank test
2 70-
80 -
s 50
£ 40
Ex-
20 -
~~ Brigatinib (n=137)
19 Crizotinib (n=138)
o N v T L) v T v T T v 1
0 8 12 18 24 30 36
No. at risk Time (Months)
Brigatinib 137 o7 & 76 % 3 0
Crzotnib 138 80 a9 K1 17 2 0

No. (%) of Patients ~ Median PFS  2-Year PFS, %
Treatment With Events (95% Cl) (95% Cl)

Brigatinib (n=137) 63 (46) 24.0mo (18.5-NR) 48 (39-57)
Crizotinib (n=138) 87 (63) 11.0mo (9.2-12.9) 26 (18-35)

Camidge, NEJM 2018, ESMO Asia 2019
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ALTA-1L: PFS with/without brain metastasis

Patients With Any Brain Metastases at Baseline Patients Without Brain Metastases at Baseline

100 -

100 +

HR for disease progression or death, HR for disease progression or death,
0.25 (95% CI, 0.14 to 0.46) 0.65 (95% CI, 0.44 to 0.97)
80 P<0.0001 by log-rank test _ %0+ P=0.0298 by log-rank test
g 60 § 60
a
k] L)
£ 401 £ 40 4
n w
& &
20 + 20
~ Brigatinib (n=40) ~ Brigatinib (n=97)
e Crizotinib (n=41) o | Crizotinib (n-97‘) ‘ 1 ,
0 6 12 18 24 30 36 0 6 12 18 24 30 36
No. at risk Time (Months) No. at risk Time (Months)
Brigatin 40 £ 28 25 " 2 0 Brigatinib 97 85 “ o) 28 1 0
Crizotink 41 16 & 4 1 0 0 Crizotinib 67 64 @ K 16 2 0
No. (%) Patients Median PFS 2-Year PFS, No. (%) Patients  Median PFS 2-Year PFS,
Treatment With Events (95% CI) % (95% Cl) Treatment With Events (95% CI) % (95% CI)
Brigatinib (n=40)* 20 (50) 240mo (184-NR) 43 (25-59) Brigatinib (n=97) 43 (44) 24.0 mo (15.7-NR) 50 (39-61)
Crizotinib (n=41)* 30 (73) 5.6 mo (3.8-9.4) 10 (2-25) Crizotinib (n=97)* 57 (59) 13.0 mo (9.5-21.1) 32 (22-43)

2 Per investigator assessment Courtesy of Solange Peters, MD, PhD Camidge, ESMO Asia 2019,



ALKi TOXICITIES

Metastatik KHDAK ALK Alterasyonunda Tedavi

CERITINIB

NAUSEA

DIARRHEA
VOMITING

ALT, AST, GAMMA-GT
ALP

ALECTINIB

ALT, AST, GAMMA-GT
OEDEMA

FATIGUE

MYALGIA

LUNG TOXICITY
(LATE ONSET)

BRIGATINIB

CPK
HYPERTENSION
LIPASE
AMYLASE
DIARRHEA

LUNG TOXICITY
(EARLY ONSET)

Courtesy of Solange Peters, MD, PhD
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Second line therapy for ALK+ lung cancer, after a 2"9-generation ALK TKI

Much less data in this scenario...

' ) .
. . 2™-generation TKis —
Patlen:i wnAtBK ’ Alectinib S T Ihb';d Im:
e — Brigatinib "™ A\ TY therapy l— Au((m"‘:‘“ )
ung cancer | (Ceritinib) | k | therapy
& =4 & =7 o/
Lorlatinib
Brigatinib
~ (Nectinib)

Can we bring resistance biomarker selection into the sequence of ALK TKls in lung cancer?

Courtesy of Solange Peters, MD, PhD

Modified from Lovly, AACR 20138



Metastatik KHDAK ALK Alterasyonunda Tedavi

CNS Activity of ALK Inhibitors in Advanced NSCLC with
ALK Rearrangements

No. of
ALK inhibitor Study patients

ALTA-1L 21

ALEX 1
Ceritinib ASCEND-4 54
Alectinib ALEX 17
Brigatinib ALTA-1L 18

Crizotinib

Lorlatinib first-line Phase |ll study versus crizotinib (CROWN, NCT03052608) is
ongoing with estimated primary completion December 31, 2020

Peters S et al. NEJM 2017;377(9):829-38; Camidge DR et al. NEJM 2018;379:2027-39.
Soria JC et al. Lancet 2017;389(10072):917-29; www.clinicaltrials.gov. Accessed October 2019.
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Mutation Coverage for ALK Inhibitors

Mutations Crizotinib Alectinib Ceritinib Brigatinib Lorilatinib
EML4-ALK S S S S S
L1196M S S
L1152P/R S S
G11238 NA
1151Tins NA
C1156Y S
F1174VIC/L S
M171T/N/IS NA
V1180L NA
G1202R
G1269A/S
F1245C
S1206C/Y/F
E1210K
L1198F
D1203N
CMET amp

WA |A|G|lO|OG|O|O

Z
>

VIR |IDA(AR[(AA|R|AB|A| DD |A[R|A
DAl |D|A|D|R|0

The letter "S" denotes mutations that are "sensitive” (clinical and/or preclinical data) to a given compound, and "R" denotes resistance. NA = data not available

Tran PN, Klempner SJ. Front Med 2016;3:65.
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ALK REARRANGEMENT™™

ALK rearrangement
discovered prior to
first-line systemic
therapy

ALK
rearrangement

ALK rearrangement
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYPP

Preferred

Alectinib99 (category 1)
or

Brigatinib99 (category 1)
or

Lorlatinib99 (category 1)

Other Recommended
Ceritinib99 (category 1)

Useful in Certain_
Circumstances
Crizotinib99 (category 1)

Complete planned
systemic therapy,
including maintenance
therapy, or interrupt,
followed by alectinib
(preferred) or brigatinib
(preferred) or lorlatinib
(preferred) or ceritinib
or

|
— Progression

— Progression

— Progression

crizotinib

* Progression

. Subsequent

- Therapy (NSCL-28)

. Subsequent

~ Thera NSCL-29

. Subsequent

- Therapy (NSCL-28)

_ Subsequent

~ Therapy (NSCL-29)
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Focusing on ROS-1: Crizotinib

UPDATED PROGRESSION-FREE SURVIVAL

100 1
ROSf-rearranged NSCLC ~ Shaw et al 2014
# 2 (N=33) (N=50)
g Events, n (%) 36 (679) 23 (485}
& 91 Median PFS, 19.3 months 3.2 months
B 35% CI 152-391 14 4NR
n-
§ UPDATED ANTITUMOR ACTIVITY
gm‘ 7004
Best % change from baseline in target lesion size (N=51) ROStrsaminged  Shawet ol
04 NSCLC anu
0 Y (N=S3) =50
0 2 ® =) 0 @ e
Teme (months) 2 o R $(1y) 1@
Noatnst 53 &t X 3 2 1 ¥ ¥ X w w & T & 2 2 2 9o g Bestovenfirespore PR 2804 33 (54
B Corrpiets wigorse B Puna wigcones S0 0 LT
3 ) 347 1m)
NE* P4k ] 14
§ ORR, % nr n
[ ”wu sT-82 sy
i Mediun TTR, wis 18 4]
o -0 43108 43-329
= Medan DOR® mes 47 e
®NO 152453 WE-NR
304 Cerprrses L8 ffde cumae! ¢ L (T der mune O
I e T TR OO
Laraet ey te Goan Ve oo

g

Eruces I naterts e et ey Seet mzine

Courtesy of Solange Peters, MD, PhD

Shaw et al 2019 Crizotinib in ROS1-rearranged advanced non-small-cell lung cancer (NSCLC): updated results, including overall survival, from PROFILE 1001 N Engl J Med. 2014 Nov 20;371(21):1963-71
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Lorlatinib multicenter, open-label, single-arm, phase 1-2 trial

ROS1-TKI naive pts (n=21) Crizotinib pretreated pts (n=40)
80 Best overall response 80 Best overall response
o s * 3 Comple e
50+ [ Stable disease S0+ [ Stable disease
z ;g: (3 Objective progression & o ’W"”"P"”'"“"
£ J0- ® Off treatment or progressive disease B 233
! 1:: h B . | : A . } ‘g I ooﬂw«wm
i R |
E £
2 404 £ ~40-
i %] i %]
- 301
%01 50
-100 - -100
-W+—TT"rrrr-rT7T T T T W T T T T T T T T T T T T T T T
ORR, %: 62 (38-82) ORR: 35% (21-52)
mDoR, month: 25.3 (7.5-31.9) mDoR, month: 13.8 (9.7-NR)

Shaw et al 2020 Loriatinib in advanced ROS1-positive non-small-cell lung cancer: a multicentre, open-label, single-arm, phase 1-2 trial Lancet Oncol. 2019 Dec;20(12):1691-1701. doi: 10.10168/S1470-
2045(19)30655-2. Epub 2019 Oct 25.
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Integrated analysis of STARTRK-2, STARTRK-1 and ALKA-372-001: Entrectinib
in ROS1-fusion positive NSCLC (TKI-naive)

Figure 2. PFS per BICR in patients with ROS7+ NSCLC

PFS by BICR (%)

Median PFS. 12.0 months
(85% CI 12.2-29 6)

]

209 — Total (N=53)
~ Censored
o L) L) L) J L L] )
0 6 12 8 24 30 36 42
No. of pabents at risk Time (months)
Totad 53 24 38 3 30 24 18 " 7 6 5 E 2 0 0
DO pindea nsapendent centrs review; C1 contidence miarval. NSTLC. nonemaf cefl lung cancer. P14 progresson -ree survivel

Figure 3. OS in patients with ROS7+ NSCLC

-1, confdence miervar. NE. not estimanie. NSCLC non.aimall cef lung canger, OS5

il Median OS: NE
(85% CI 30 8-NE)
B0 -
oo L
7
w
O 404
20— votai (N=53)
- Censored
0 L) L | J | L) L) 1
0 & 12 18 24 30 36 42
No. of patients at risk Time (months)
Totw 53 46 42 38 36 33 30 19 11 7 7 6 4 1 1

Uveral survival

De Braud, ESMO 2019;Abstract 4178.

Responders, n (%)

ROS1+ NSCLC (n=53)

ORR. % (95% CI)
Complete response
Partial response

Stable disease

Progressive disease

79.2 (85.9-89.2)
5(9.4)
37 (89.8)
101.9)
4(7.5)

Non complete/partial response

Missing/unevaluable

2{3.8)
4(7.5)

Table 3. IC ORR per BICR in ROS7+ NSCLC with baseline CNS disease

Responders, n (%) ROS1+ NSCLC with baseline CNS disease (n=20)
ORR, % (95% C1) 55.0(315-76 9)
Complete response 4(200)
Partial response 7(350)
Stable disease 0
Progressive disease I(50)
Non complete/partial response 4(200)
Missing/unevaluable 2{100)
CRS lisease status Jetormned by BICR
BICH htvsasa mawpendent centra revew; C1 conffence stersal CNS. conmwl nervous sysiem NSCL norm smiad pell Lng cancer
ONN_ obipcive response rabe

Courtesy of Solange Peters, MD, PhD
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Caution with Single Agent PD-(L)1 in EGFR and Others
PD-L1 selection for EGFRm for PD-(L)1 monotherapy
PD-L1 high (225%) PD-L1 low/negative (<25%)
ORR: 12.2% (6 — 22%) ORR: 3% (0.1-18%)

ALK+ only
ALK+ only I EGFRmut only

I EGFRmut only

....||||IIII||||||| |||“
-100 -

ATLANTIC: phase 2, open-label, single-arm study, cohort 1.
Best change in target lesion size (full analysis set)

target lesion size (%)

o‘..
@D
BN
73
-
K=}
7
Q
-t
D

2
)
S

Best change from baseline in

=
QL
=
@
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©
L0
=
=]
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In KNO10, CMO57 and OAK, the ONLY subgroup that did
NOT show superior survival with the PD-(L)1 inhibitor Garassino MC et al. Ann Onc 2017 28:S2

vs docetaxel was the patients with EGFR mutations Lancet Oncol 2018
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Efficacy of Dabrafenib and Trametinib in Advanced BRAF
V600E Mutant NSCLC

40

20

0
-20

-40
mPFS 8.6 months (IRC)

-60 Overall response rate: 63% (95% Cl, 49-76)

Best Confirmed Response CR
. PR

-80 sSD
PD
1 NE

EX
L
5 E
g E
g8
=
Ee
.Eg
g8

-100
Patients

NE patients did not have a follow-up scan required for confirmation.
Planchard et al., ASCO 2016
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BRAF V600E MUTATION™™

BRAF V600E
mutation
discovered

prior to first-line
systemic therapy

BRAF V600E
mutation

BRAF V600E
mutation
discovered
during first-line
systemic therapy

FIRST-LINE THERAPYPP

Preferred

Dabrafenib + trametinib99
or

Encorafenib + binimetinib99

Useful in Certain_
Circumstances _
Vemurafenib9%l or

SUBSEQUENT THERAPYPP

— Progression —>

Systemic Therapy Adenocarcinoma
(NSCL-K 1 of 5) or
Squamous Cell Carcinoma

(NSCL-K 2 of 5)

dabrafenib99:1

Other Recommended
Systemic Therapy for
Adenocarcinoma

(NSCL-K 1 of 5)

or Squamous Cell Carcinoma

(NSCL-K 2 of 5)

Complete planned
systemic therapy, including
maintenance therapy,

or interrupt, followed by
dabrafenib + trametinib!
(preferred) or encorafenib +
binimetinib (preferred)

> Progression—>

Dabrafenib + trametinibill
— Progression—|or
Encorafenib + binimetinib

R

Progression

Systemic
Therapy,
Subsequent
(NSCL-K 4 of 5)

Systemic Therapy Adenocarcinoma
(NSCL-K 1 of 5) or
Squamous Cell Carcinoma

(NSCL-K 2 of 5)

— Progression —»}
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LIBRETTO-431

‘Stage IIB-IIC”, IV non-squamous NSCLC

iINo prior systemic therapy for metastatic disease
IRET fusion Identified via NGS or PCR

[ECOG PS 0-2

Symptomatic CNS melastases excluded

Stratification factors:
1 Geography (East Asian vs. non-East Asian)

' Key Eligibility Criteria N

Carboplatin (AUC 5) or Cisplatin (75 mg/m’)

1 Brain metastases (present vs, absent/unknown)’ B + Pemetrexed (500 mg/m’) Optional
© Investigator's choice of treatment with +/- Pembrolizumab (200 mg) Crossover
\_ pembrolizumab ) N= 102
Selpercatinib (N= 158) | Control (N= 98)
ITT Population

(Median follow-up of ~18 mo)

HR: 0.482 (95% C1, 0.331 - 0.700), p<0.001

"1 |
Z . \ Svlpercatinib
Py — mPES; 24 8 mo
L (05% CI. 17.3, NE)
—-
@ | Control N
mPFS 112 me & “—1
95% C Y
» | (95% CI. 88, 16.8) l
[
0 L] L} AL} u » »
Months
No. ot Risk
Selercativg 190 120 %0 %) " 1
Contral 162 (3 1 " 1 \

oo

Patients with and without Baseline CNS Metastases

(N=192)
n 4
[ ;
g w Cause-specific HR": 0.28 (95% CI, 0.12, 0.68)
T W
g o Control
124mo CIR {95% CI)
20.3% (1.3, 31.9)
» Selpercatiniy
12-mo CIR (95% C1)
3 __,_l—'_’_ 5.5% (2.2, 10.9)
0 ] ¢} " M ® »
. of Events Monthe
) '
1 H b A A A " [ Crate @ [ Gradez) [] Grade < [ Geae 23
Ay grade pont adverse svents (TEAES) 0 In 220% of patients In eithar stucdy s

Loong H, ESMO 2023



Metastatik KHDAK MET ekzon 14 skipping mutasyonunda Tedavi

GEOMETRY mono-1: Efficacy by BIRC of Capmatinib in
Advanced NSCLC Harboring MET Exon 14 Skipping Mutation

Cohort 4 (2/3L)

ORR: 40.6%
DCR: 78.3%
Median DoR: 9.7 mo
Median PFS: 5.4 mo

=
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)
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o
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=
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o

* Patients still on treatment

Wolf J et al. Proc ASCO 2019;Abstract 9004.

*
w

Best % change from baseline (%)

Cohort 5b (1L)

ORR: 67.9%

DCR: 96.4%

Median DoR: 11.1 mo
Median PFS: 9.7 mo
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Nati | . " . . )
Cgr'r?;r?ehensive NCCN Guidelines Version 2.2024 NCCNTag;ginfngz n':nedneé
S S2ncer | Non-Small Cell Lung Cancer 3 s

EMERGING BIOMARKERS TO IDENTIFY NOVEL THERAPIES FOR PATIENTS WITH METASTATIC NSCLC

Genetic Alteration (ie, Driver event) Available Targeted Agents with Activity
Against Driver Event in Lung Cancer

Capmatinib’
High-level MET amplification2:P Tepotinib?
Crizotinib34

a The definition of high-level MET amplification is evolving and may differ according to the assay
used for testing. For NGS-based results, a copy number greater than 10 is consistent with
high-level MET amplification.

b |n patients with EGFR-mutant NSCLC who develop high-level MET amplifications,
administration of these agents with continuation of osimertinib is acceptable.

1 Wolf J, Seto T, Han JY, et al; GEOMETRY mono-1 Investigators. Capmatinib in MET exon 14-mutated or MET-amplified non-small-cell lung cancer. N Engl J Med
2020;383:944-957.

2 Le X, Paz-Ares LG, Van Meerbeeck J, et al. Tepotinib in patients with advanced non-small cell lung cancer (NSCLC) with MET amplification (METamp) [abstract]. J
Clin Oncol 2021:39(Suppl):Abstract 9021.

2 Ou SH, Kwak EL, Siwak-Tapp C, et al. Activity of crizotinib (PF02341066), a dual mesenchymal-epithelial transition (MET) and anaplastic lymphoma kinase (ALK)
inhibitor, in a non-small cell lung cancer patient with de novo MET amplification. J Thorac Oncol 2011:6:942-946.

4 Camidge DR, Otterson GA, Clark JW, et al. Crizotinib in patients with MET-amplified NSCLC. J Thorac Oncol 2021;16:1017-1029.
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KRAS G12C - CodeBreak 101
e

. analyzed by exposure to prior
acvanced NSOL, SUGGER AR Y therapy in the locally
Identified through molecular onl:mly Sotorasib: 960 mg advanced/metastatic setting?
testing oral daily

+ Measurable disease per g Carboplatin: AUC 5 = + — First-line (n = 25)
RECIST v1.1 v Qaw* P xed: 500 mgim?

*ECOGs2 -

* No active brain metastases Pametrexad: 500 moim? ado Second-line (n = 13)

vaiw

Sotorasib + Carboplatin + Pemetrexed Grade 3-4 TRAEs occurring in

Response by Investigator First-line Second-line 2 5% of all patients
Assessments” (n=20) (n=13) Overall _ 58%
ORR, n (%) 13 (65)1 7 (54) Noutsiiclalecibophy oout Gebiieas _32%
Best overall response, n (%) — _21%

Complete response 0 1(8)

Partial response 13 (65) 6 (46) meambocppenapar o decase NN 16%

Stable disease 7 (35) 4 (31) At incresse 5%

Progressive disease 0 1(8) oiarmea [J5%

Not evaluable / not done 0 1(8) reseie newopena Il 5%
DCR 20 (100) 11 (85) Nausea [JJJ5%

(95% CI) (83.2, 100) (54.6, 98.1) 0 1 20 %0 40 P 0

Clarke JM, WCLC 2023, /oo 'tract MA 06-05 P,
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KRAS G12C - KRYSTAL-7

KRYSTAL-7 is evaluating Adagrasib + Pembrolizumab in previously untreated KRAS G12C+ NSCLC in 2 cohorts
(Cohort 1, PDL1 < 1% and Cohort 2a, PDL1 > 1%)

In PDL1 > 50%:
i =148) 0,
Most Frequent . % Concurrent 400 mg BID Adagrasib + Pembrozumab (N=148) « ORR63%
Any grade Grade 1 Grade 2 Grade 3 Grade 4 ® mPFS NR (60% | R e U7 DoAs y
Nausea 51 2 20 3 0 z ||
Diarthea 4 3 7 3 0 remained
ALT increase 38 15 13 4 1 progression.free 143 b 1111 1
AST increase 32 10 8 13 1
Vomiting 2 17 1" 1 0 at 12 months) ‘
Fatique 26 12 10 4 0 § o eicnog
Decreased appefite 24 i 9 1 0 = ATAOBY
o —L’w—@c}?@ %4 3 3 »lo —1- 2 N Evaduabin Patunts
o Confirmed ORR was 63% (32/51; 95% C1. 48-78) and DCR was 84% (4151; 98% CL 71.93)
Most Frequent Liver TRAES, % Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148) o Of those patiants who experianced any grade hapaintonicly, ORR was 70% (14/20; 55% C1 45-88j
Any grade Grade 1 Grade 2 Grade 3 Grado 4
ALT increase 38 15 13 9 1 -
AST increase 32 10 8 13 1 + -
Hepatits 4 0 2 2 0 gem—
Hegatotoxicity* 1 0 1 ! 0 - 3
Liver injury 1 0 1 0 0 g — x
Drug-induced liver injury 1 1 ¢ 0 0 & —_—
Hepatic failure 1 0 0 1 0 2
Acute hepatitis 0 1 0 0 -?. =" G
Immune-mediated hepatitis 1 0 0 1 0 — ———— 5

seD»

3

Combining adagrasib + pembrolizumab appeared to be overall fairly Q

well-tolerated, with low rates of high-grade hepatotoxicity. ‘ ' | Fime. W Garéssmw ESMb 55
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HER2-mutant NSCLC

DESTINY-Lung 01

DESTINY-Lung02:
« HER2-mutated cohort (N=91): Study Design
* ORR 55% (95% CI, 44-65%)
« mPFS 8.2 mo (95% ClI, 6.0-11.9 mo) Key Eligibility Criteria® TEXL Tl Primary Endpoint
b -
- mOS 17.8 mo (95% Cl, 13.8-22.1 mo) | et S0 i
A ) (2L+), including platinum- ——
- Adjudicated drug-related ILD occurred in 26% pts, Esei o ttieciey b ilindios
- * Measurable disease g
with 2/91 deaths. per RECIST v1 1 e
* ECOGPSof0or1 FOTIXTCTTE ¢ PFS by BICR and INV
Bt "ln-nh’: Charge it Sum of Largest Tumer DXumsters o e e . ) Kl OS
o o B Stratification Factor: gi“slo -+ Safety
i I * Prior anti-PD-(L)1 treatment
§ :’ bbbl L] \:" T 1T ‘ T0THEEEEEEeeEEE R Patients and investigators were blinded to the dose level
| HHHHTTE Primary analysis data cutoff:
E 23 December 2022

wen murnsion ERERTRRERERRE 'R’f'l""l"Pﬂ?‘#’l‘&'!%"?W’l'l"?’!‘f'?'f"‘r‘?'r?‘r‘?'r‘f‘?#'f?’f??'!?’ﬂ'?_E.'iH\'M"HW’)M?W?N?WW

= I'" b O e b I P T

Provimns M

Li B, etal, NEJM 2022 Janne P, WCLC 2023, Abstract MA13.20
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DESTINY-Lung02

Janne P, WCLC 2023, Abstract MA13.20

54mgkg  6.4mg/kg - Safety in DL-02
N=102 N=50 PFS e :
| Conf ORR 49% (39-59.1) 56% (41.3-70) %, ' _ -'";;9 : ':4;-:‘-'& e R, WTOXGAmOky  WT-OXG84 Mok
mDOR 16.8 mo NE if Ay
(6.4-NE) (B3-NE) i ——
Median PFS 99mo 154 mo £ v A .:m.:: i i
(7 4-NE) (8.3-NE) B A 77 o T BRI TR ] Associaled Wi g Werghion
| - Tiene, menihs ASSCoBted Wi dearh !0.20
Median F/U 115 mo 11.8mo L ~ - - -
e e e e et . Pl 0 ) i i -
Best Percentage Change in Tumor Size by BICR With T-DXd 5.4 mg/kg (N = 102) Adjudicated Drug-Related ILD
N S T-DXd 5.4 T-DXd 6.4
= Estracetutar doman s ma/kg mag/kg
Adjudicated as drug- = »
related ILD b ki
Any grade, n (%) 13 (12.9) 14 (28.0)
Grade 1 4(4.0) 4 (8.0)
Grade 2 7(6.9) 9(18.0)
""" Grade 3 1(1.0) 0
Grade 4 0 0
Grade 5 1(1.0) 1(2.0)

amplification staf

8/11/22: US FDA granted accelerated approval to T-DXd for NSCLC with activating HER2 mutations, who have received a prior systemic
therapy. The recommended dose is 5.4mg/kg IV q3 weeks.
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CNS Outcomes with Trastuzumab Deruxtecan

. Best Overall Response (BICR)

T-DXd 5.4 mg/kg
n=14

3

(=3

e
2] Y

254 —
B s o
& B -so-
f? B Without Prior Treatment :
35 7 23 with Prior Treatment

*Indicates Surgery
' Pooled T-DXd 6.4 mg/kg
n=27¢

= % B

3 8

B Without Prior Treatment
] With Prior Treatment

“Indicates Surgery

Best % Change in Sum of
. Diameters from Baseline

g

Planchard D, ESMO 2023

Progressive
Disease

Partial
Response

Progressive
Disease

Partial
Response

Measurable BM at Baseline

IC<cORR, n (%)* 7 (50.0) 9 (30.0)
95% Cle 230770 147494
CR 3(214) 0
PR 4 (28 6) 9 (30.0)
SD 6 (42.9) 13 (43.3)
PD 1(7.1) 4(133)
NE* 0 2(6.7)
Missing 0 2(6.7)
IC-DCR, n (%)* 13 (92.9) 22 (73.3)
95% CI® 66.1-99.8 54 1-87.7
IC-DoR, months¢
Median, (95% Cl)* 95 (3.6-NE) 44(29-102)
5.4mg/kg (DL02) Pooled 6.4mg/kg
No prior Rx (DL-01/DL-02)
N=6 No prior Rx
N=16
IC —ORR 3/6 (50%) 6/16 (37.5%)
IC- DoR, median 9.5mo 5.6 mo
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MOLECULAR AND BIOMARKER-DIRECTED THERAPY FOR ADVANCED OR METASTATIC DISEASE®P

EGFRExon 19 Deletion or Exon 21
L858R
* First-line therapy
» Afatinib?
» Erlotinib?
» Dacomitinib®
» Gefitinib®®
» Osimertinib®
» Osimertinib + pemetrexed
+ (cisplatin or carboplatin)
(nonsquamous)
» Erlotinib + ramucirumab®
» Erlotinib + bevacizumab®
(nonsquamous)
» Subsequent therapy
» Osimertinib°
» Amivantamab-vmjw + carboplatin +
pemetrexed (nonsquamous)’

EGFR S768I, L861Q. and/or G719X
= First-line therapy

» Afatinib™12

» Erlotinib?

» Dacomitinib®

» Gefitinib®®

» Osimertinib®13
* Subsequent therapy

» Osimertinib1?

» Amivantamab-vmjw + carboplatin +

pemetrexed (nonsquamous)11

EGFR Exon 20 Insertion Mutation
« First-line therapy
» Amivantamab-vmjw + carboplatin +
pemetrexed (nonsquamous)'4
« Subsequent therapy
» Amivantamab-vmjw3

KRAS G12C Mutation9
« Subsequent therapy
» Sotorasib

» Adagrasib'’

ALK Rearrangement
« First-line theragpy
» Alectinib'®1
» Brigatinib2°
» Ceritinib
» Crizotinib18:22
» Lorlatinib?3
* Subsequent therapy
» Alectinib24:25
» Brigatinib?®
» Ceritinib?’
» Lorlatinib2®

ROS1 Rearrangement
» First-line therapy
» Ceritinib?®
» Crizotinib3?
» Entrectinib3!
» Repotrectinib32
» Subsequent therapy
» Lorlatinib®3
» Entrectinib®'
» Repotrectinib32

BRAF V600E Mutation
* First-line therapy
» Dabrafenib/trametinib34

» Encorafenib/binimetinib35

» Dabrafenib
» Vemurafenib
» Subsequent therapy

» Dabrafenib/trametinib36:37
» Encorafenib/binimetinib3®

NTRK1/2/3 Gene Fusion

« First-line/Subsequent therapy

» Larotrectinib®®
» Entrectinib3®

MET Exon 14 Skipping Mutation®
« First-line therapy/Subsequent

therapy

» Capmatinib®®
» Crizotinib*!

» Tepotinib#2

RET Rearrangememtd
* First-line therapy/Subsequent
therapy
» Selpercatinib®®
» Pralsetinib®
» Cabozantinib#5:46

ERBB2 (HER2) Mutation®
» Subsequent therapy

» Fam-trastuzumab
deruxtecan-nxki4’

» Ado-trastuzumab emtansine*®

PD-L1 250% First-line Therapy

PD-L1 21%—-49% First-line Therapy




Sonucg

dKicuk Hicreli Dist Akciger kanseri tedavisine baslamadan 6nce bakilmasi gereken
mutasyonlar

JEGFR, ALK, KRAS, ROS1

J BRAF, NTRK1/2/3, METex14skipping
JRET alterasyonu, ERBB2 (HER2) mutasyonu
QPD-L1 diizeyi

dDriver mutasyonu olanlar genel olarak immuine checkpoint inhibitorlerine iyi yanit
vermezler



