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NSCLC, non-small-cell lung cancer.
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KHDAK'nin Molekuler Alt tipleri ve

Tetikleyici Mutasyonlar(driver mutations)

KHDAK’de tetileyici
mutasyon sikligi %

AKT1 1
ALK 3-7
BRAF 1-3
EGFR 10-35
HER2 2-4
KRAS 15-25
MEK1 1
NRAS 1
PIK3CA 1-3
RET 1-2
ROS1 1

www.mycancergenome.org Lindeman 2013; Scheffler 2015; Platt 2015; Cardarella 2013.
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ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor; HER-2, human epidermal growth factor receptor 2; KRAS, V-Ki-ras2 Kirsten rat sarcoma viral oncogene homolog; MEK1, mitogen-activated protein kinase enzyme 1; NRAS, N-rat sarcoma oncogene; PiK3CA, phosphatidylinositol 3-kinase catalytic subunit alpha.


http://www.mycancergenome.org/
http://www.inpractice.com/Textbooks/Oncology/Lung_Cancer/ch23_LungNSCLC_Metastatic/References/Lindeman%202013?view=token
http://www.inpractice.com/Textbooks/Oncology/Lung_Cancer/ch23_LungNSCLC_Metastatic/References/Scheffler%202015?view=token
http://www.inpractice.com/Textbooks/Oncology/Lung_Cancer/ch23_LungNSCLC_Metastatic/References/Platt%202015?view=token
http://www.inpractice.com/Textbooks/Oncology/Lung_Cancer/ch23_LungNSCLC_Metastatic/References/Cardarella%202013?view=token

Lung Cancer Mutation Consortium
Mutasyonlarin %97’si tek olarak bulunuyor

# Single
Mutations

ALK (38)
AKT 1 (0)
BRAF (9)
EGFR (89)
HER2 (3)
KRAS (114)
MEK1 (2)
MET AMP (3)
NRAS (2)
PIK3CA (6)

ALK ALT BRAF EGFR HER2 KRAS MEK1 MET NRAS PIK3CA

Kris MG, et al. ASCO 2011. Abstract CRA7506.
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These mutations are mutually exclusive. Ninety-seven percent of the time there was only 1 mutation per patient. This highlights the fact that these mutations are driver events, and it is quite likely that only 1 driver event is needed to promote and maintain carcinogenesis. 



Metastatik KHDAK

Tedavi stratejileri Medyan
sagkalim

* Destek tedavi 3-4 ay

- Eski kemoterapi rejimleri 6-8 ay

* Guncel ikili kombinasyonlar 8-10 ay

- Ikili kemo. + hedefe yonelik ajan 12 ay

‘Histolojiye gore kemoterapi 12 ay

1. basamak sonrasi idame 14-16 ay

- EGFR TKI , ALK TKI +28 ay



lleri evre KHDAK olgulari n=938

Hedefe
yonelik tedavi
Tetikleyici +(n=264)
mutasyon + 3.5yl
Spesifikhedefe
yonelik tedavi
Tetikleyici yok (n=313)
mutasyon yok 2.4yl

2.1yl
Johnson BE, Kris MG, Berry LD, et al. J Clin Oncol 31:490s, 2013 (suppl; abstr 8019)



Lung Cancer Mutation Consortium

Ileri evre KHDAK olgulari n=938

W Hedefe
yonelik tedavi
W Tetikleyici ot
mutasyon + 35wl
Spesifikhedefe
yonelik tedavi
“Tetikleyici yok (n=313)
mutasyonyok 2.4yl

2.1yl

Targeted therapy vs no targeted
therapy, P <.0001

Driver mutation + targeted therapy (n = 313; median 03: 3.5 yrs)
Driver mutation + no targeted therapy (n = 265; median 0S: 2.4 yrs)
No driver mutation {n = 361; median OS: 2.1 yrs)

| 2 3 5
Yrs

Johnson BE, Kris MG, Berry LD, et al. J Clin Oncol 31:490s, 2013 (suppl; abstr 8019)



EGFR MUTASYONLARI
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NSCLC, non-small-cell lung cancer. 

Studies were undertaken by two groups within our same institutions, the Dana Farber Cancer Institute and  Brigham and Women’s Hospital with genomic support from the Broad Institute at MIT.  These were undertaken at the same time at one of the members of the Dana Farber/Harvard Cancer Center, Massachusetts General Hospital.  Both groups identified mutations in the intracellular portion of the epidermal growth factor receptor in patients who had dramatic responses to gefitinib,  The most common mutations in both patients from the United States and Japan include deletions of nucleotides in exon 19 that code for 5 amino near the ATP binding pocket and one amino acid in exon 21, L858R.  The other mutation that is seen in the 719th amino acid.  This is very consistent between groups in the US, Europe, Japan, and the rest of East Asia.   


EGFR Mutasyonlari

* Dogu Asya Kokenli kisilerde %50

Extracellular
s e Mutasyonlarin %60-70 sigara igmemis veya az igmis kisilerde
| oz »  Kuzey Amerika da %15
EGFR variant |11 del it :
[del exons 2-7)

". A TTPLEL S~ E

Duyarlilastiran Mutasyonlar

. l * Exon 19 delesyonu (LREA)
f %45
E RR %53
Transmembrane I * Exon 21(L858R)
domain %40
Intracellular i RR %26
e, ’ - %55-80 RR
Exon 19 del ' * 9-13 ayhk PFS
j * Exon 21 (L861Q)
= ATP-binding pocket
Catalytic | * Exon 18(GX17X)
domain T750M . (S768l)
L858R [exon 21 del) e R RR %21
o Herbst RS, Heymach JV, Lippman SM.N Engl J Med. 2008

Rosell RN Engl J Med. 2009
Shi YJ Thorac Oncol. 2014



IPASS Faz Il Calismasi

Up to six
3-wk cycles

}

Previously untreated
patients with stage
HIB/IV NSCLC;
adenocarcinoma, /
never or ex-light
smokers, WHO PS 0-2

(N = 1217)

* Primary endpoint: PFS

* Secondary endpoints: OS, ORR, quality of life, symptom reduction, safety

* Study conducted in China, Japan, Thailand, Taiwan, Indonesia, Malaysia, Philippines,
Hong Kong, and Singapore

Mok TS, et al. N Engl J Med. 2009;361:247-257.
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These recommendations are based on the following data. Outlined here is a study design for a phase III randomized study popularly known as IPASS. In this study, which was predominantly done in Asian countries, previously untreated patients with stage 3B or 4 non-small-cell lung cancer of the adenocarcinoma variety in never or light smokers who had a good performance status of 0 to 2 were randomized to gefitinib or carboplatin and paclitaxel. 



|IPASS

E£GFR Mutasyonu Pozitif ve Negatif Olgularda Cevap Oranlari

80 1 Gefitinib
/1.2 Paclitaxel/carboplatin
70 -
EGFR mutation—positive OR* 2.75

60 - (95% CI, 1.65-4.60); P =.0001

50 - 473 EGFR mutation—negative OR 0.04
_ (95% CI, 0.01-0.27); P=.0013
S 404
(a'ss
S

30 -

23.5

20 -

10~ 1.1

0 (n=132) [ (n=129) _(n=91) | (n=89)

EGFR Mutation—Positive EGFR Mutation—Negative

*OR > 1 suggests greater chance of response on gefitinib.

Mok TS, et al. N Engl J Med. 2009;361:947-957.
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EGFR, epidermal growth factor receptor; OR, overall response; ORR, overall response rate.
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IPASS : EGFR Mutasyon Durumuna Gore PFS

* In EGFR mutation—positive subgroup, significantly longer PFS with gefitinib (HR: 0.48;
95% Cl: 0.36-0.64; P < .001)

* In EGFR mutation—negative subgroup, significantly shorter PFS with gefitinib (HR: 2.85;
95% Cl: 2.05-3.98; P <.001)

EGFR-Mutation Positive EGFR-Mutation Negative
" 1.0 - Events 0 1.0 - Events
L 1 Gefitinib: 97 (73.5%) Iﬁ_l- 1 Gefitinib: 88 (96.7%)
% 0.8 Pac/carbo: 111 (86.0%) “ 0.8 Pac/carbo: 70 (82.4%)
> 0.6 - HR: 0.48 > 0.6+ HR: 2.85
= 0 . - P < — 0 :2.05-3.98; P<.
% 0.4 (95% CI: 0.36-0.64; P < .001) % 0.4 (95% CI: 2.05-3.98; P < .001)
2 0.2 Paclitaxel/ Gefitinib e 0.2 - Paclitaxel/
& "= | carboplatin a carboplatin
Gefitinib
0 T T T T T 1 0 N D T T 1 T 1
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Mos Since Randomization Mos Since Randomization

Mok TS, et al. N Engl J Med. 2009;361:247-257.
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These are the main findings of the IPASS study. For the EGFR mutation–positive subgroup, the progression-free survival curves demonstrate a statistically significant improvement in progression-free survival for gefitinib vs carboplatin/paclitaxel, with a hazard ratio of 0.48. For patients who are EGFR-mutation negative, clearly chemotherapy is better than gefitinib, with a hazard ratio of 2.85. Clearly again, even for progression-free survival, mutation status is a very good predictor for benefit with gefitinib.



. :
Optimal 9-13ay PFS

e Furtac 27 aya varan GSK

e Ensure

Gefitinib
e [PASS
e West Japan Oncology Oncology Group 172 Calismasi

e North-East Japan Study Group 002 calismasi



Meta-Analiz: 6 ¢alisma

* ENSURE, EURTAC, NEJ002, OPTIMAL, WJTOG 3405,
IPASS

* 3 erlotinib, 3 gefitinib ¢calismasi

*n: 1231
* EGFR TKI: 632
* Kemoterapi: 599

* Kemoterapi sonrasi Erlo/gefi: %73.8
* Erlo/gefi sonrasi kemoterapi: %65.9

Lee et al. JNCI 2017; 109 (6)
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Afatinib
Tum ErbB Ailesi Homo- ve Hetero-dimerlerinin
Geri Donlsumsuz Inhibitora

&

Afatinib - irreversible ErbB Family blockag,

Afatinib — ErbB Ailesinin geri donuisiimsiiz blokaji

1o EGFR inhibition
reversible =n T S . . .

Geri donugumli EGFR inhibisyonu

S EGFR (ErbBl) s HER2 (ErbB2) S ErbB3

e ErbB4

Solca Fve ark.)Pharmacol Exp Ther 2012;343:342-350.




Ikinci Jenerasyon EGFR Tirozin Kinaz Inhibitéri

Afatinib

Trial Regimen i RR, % 05, mos
L UK-Lung 1Mler Afatinib 50 mg/day 300 7.0 0.8
2012) Piacebo 195 <1.0 12.0

| UX-Lung 3l=8auist Afatinib 40 mg/day 230 56.1 289"
2013; Yang 2015] Pemetraxad/cisplatin 115 27 6 282
LUX-Lung /¥ 2014, Afatinib 40 mg/day 247 569 23.1*
Yang 2015] Gemcitabine/cisplatin |22 23.0 23.5

L UK-Lung al=0re Afatinib 40 mg/day 302 5.5 7.9
2019] Sriotinib 150 mg 305 38 5.8




LUX-LUNG 3 ve 6 Progresyonsuz Sagkalim

LUX-Lung 3 (Cispaltin-Pemetrexed) Lux-Lung 6 (Cisplatin-Gemsitabine)

LUX-Lung 3 &nceden planlanmis alt grup analizi Del19/L858R mutasyonlan LUX-Lung 6 PFS: Bagimsiz incelemeye gére Tiim EGFR mutasyonlar

= Afatinibin=242)
= Afatinibin=204) — Garmsitabin/seplatin (n=122)
— Pemetreket/sicplatin (n=104)
HR 0,28
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Afatinib
LUX-Lung 3 ve LUX-Lung 6

LUX-Lung 3 ve 6’da Objektif Yanit Oranlari
(CR + PR, ikincil sonlanim noktalari, bagimsiz inceleme ile degerlendirilmistir)
LUX-Lung 3! LUX-Lung 62
70 %67
%56
&0
@ (p<0.0001) (p<0.0001)
£
ke
g ® %23 %23
©
I
0
10
0
Afatinib Pemetrekset/sisplatin Afatinib  Gemsitabin/sisplatin
(n=230) (n=115) (n=242) (n=122)
\_ _/
( . )
Hastalik kontrolu %90 vs %81 %93 vs %76
CR+PR+SD
k( ) _J

1. Sequist LV ve ark. J Clin Oncol. 2013;31(27):3327-3334.
2. Wu YL ve ark. Lancet Oncol. 2014;15(2):213-22.
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Afatinib also demonstrated consistent tumour control in LUX-Lung 3 and LUX-Lung 6.  The objective response rate for afatinib for LUX-Lung 3 was 56% (versus 23% for pemetrexed/cisplatin) and for LUX-Lung 6 was 67% (vs 23% for gemcitabine/cisplatin). This provides further substantiation of afatinib’s superiority over standard-of-care chemotherapy and its reproducibility of efficacy outcomes.

References
6. Sequist LV et al. J Clin Oncol. 2013;31(27):3327-3334.
7. Wu YL et al. Abstract and poster #8016 ASCO, Chicago, June 2, 2013


Afatinib versus cisplatin-based chemotherapy for EGFR
mutation-positive lung adenocarcinoma (LUX-Lung 3 and
LUX-Lung 6): analysis of overall survival data from two
randomised, phase 3 trials

James Chih-Hzin Yang®, Yi-Long Wu*, Martin Schuler, Maortin Sebostian, Sanjay Popat, Nobuyuki Yamamete, Coicun Zhou, Cheng-Fing Hu,
Kenneth O'Byrne, Jifeng Feng, Shun Lu, Yunchao Huang, Sarayut L Geater, Kye Young Lee, Chun-Ming Tsai, Vero Gorbunowa, Vera Hirsh,
Joafar Bennouna, Sergey Orov, Tony Mok, Michael Bayer, Wu-Chow Su, Ki Hyeong Lee, Terufumni Kato, Dan Massey, Mehdi Shahidi,

Victonia Zazuling, Lecia V Sequist

Summary
Background We aimed 1o assess the effect of afatinib on overall survival of patients with EGFR mutation-positive lung
adenocareinoma through an analysis of data from two open-label, randomised, phase 3 trials.

Methods Previously untreated patients with EGFR mulalion-posilive stage ITIB or IV lung adenocarcinoma were
enrolled in LUX-Lung 3 (n=345) and LUX-Lung & (n=364). These patients were randomly assigned in a 2:1 ratio to
receive afatinib or chemotherapy (pemetrexed-cisplatin [LUX-Lung 3] or gemcitabine-cisplatin [LUX-Lung 6]},
stratified by EGFR mutation (exon 19 deletion [del19], Leu858Arg, or other) and ethnic origin (LUX-Lung 3 only). We
planned analyses of mature overall survival data in the intention-lo-treat population afier 209 (LUX-Lung 3) and
237 (LUX-Lung 6) deaths. These ongoing studies are registered with ClinicalTrials.gov, numbers NCT00949650 and
NCT01121393.

Findings Median follow-up in LUX-Lung 3 was 41 months {IQR 35—44); 213 (623) of 345 patients had died. Median
follow-up in LUX-Lung 6 was 33 menths (IQR 31-37); 246 (68%4) of 364 patients had died. In LUX-Lung 3, median
overall survival was 28.2 months (95% CI 24.6-33-6) in the afatinib group and 28.2 months (20-7-33-2) in the
pemetrexed-cisplatin group (HR 0-88, 95% CI 0-66-1-17, p=0-39). In LUX-Lung 6, median overall survival was
23-1 months (95% CI 20-4-27-3) in the afatinib group and 23.5 months (18-0-25-6) in the gemcitabine-cisplatin
group (HR 0-93, 95% CI 0-72-1-22, p=0-61). However, in preplanned analyses, overall survival was significantly
longer for patients with del19-positive tumours in the afatinib group than in the chemotherapy group in both trials: in
LUX-Lung 3, median overall survival was 33-3 months (95% CI 26-8—41-5) in the afatinib group versus 21-1 months
(16-3-30-7) in the chemotherapy group (HR 0-54, 95% CI 0-36-0-79, p=0-0015); in LUX-Lung 6, it was 31-4 months
(95% CI 24.2-35-3) versus 18- 4 months (14-6-25- &), respectively (HR 0- 64, 959 CI10- 44-0.94, p=0-023). By conlrast,

Yang JC ve ark. Lancet Oncol. 2015;16(2):141-51.

LUX-Lung 3 ve 6 Kombine analiz

Lancet Onced 2015; 16: 141=51
Published (nline
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LUX-Lung 3+6: del(19) and L858R Mutasyon

Durumuna Goére Sagkalim

Del(19) L858R
Afatinib Afatinib
(n = 236) (n = 183)
Median, mos 31.7 20.7 Median, mos 22 1 26.9
1.0 - HR (95% CI) 0.59 (0.45-0.77) 1.0 + HR (95% ClI) 1.25 (0.92-1.71)
P = .0001 P=.1600
Z 0.8 Z 0.8 -
o] o]
(4] (4]
8 8
5 0.6 s 0.6
n n
O O
B 0.4 T 0.4
© ©
£ £
LIUJ) 0.2 LIUJ) 0.2 -
0 | | | | | | | | O | | | | | | | |
0O 6 12 18 24 30 36 42 48 0O 6 12 18 24 30 36 42 48
Mos Mos

Yang JCH, et al. Lancet Oncol. 2015;16:141-151.
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OS, overall survival.


Del 19 Populasyonunda Genel Sagkalim

E Combined analysis

100 Afatinib Chemotherapy
(n=236) (n=119)
Median, months 31.7 (28-1-35-1) 20-7 (16-3-25-6)
80 (95% CI)
HR (95% Cl) 0-59 (0-45-0-77)
p value 0-0001
g
= 60
=
B
2
£ 40+
S
20—
—— Afatinib
—— Chemotherapy
0 1 I 1 I I I I | | | | | | I I |

|
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)
Number at risk

Afatinib 236 230 223 217 202 192 173 160 145 131 117 90 50 38 22 6 1 O
Chemotherapy 119 113103 95 87 72 63 55 51 43 238 27 14 9 1 1 0 O

Yang JC ve ark. Lancet Oncol. 2015;16(2):141-51.



Dacomitinib- 2.jenerasyon Geridénisimsiz TKI

Format: Abstract - Send to -

Lancet Oncol. 2017 Moy, 18(11)5:1454-1466. doi: 10.1016/51470-2045(17)30608-3. Epub 2017 Sep 25.
Dacomitinib versus gefitinib as first-line treatment for patients with EGFR-mutation-positive
non-small-cell lung cancer (ARCHER 1050): a randomised, open-label, phase 3 trial.

Wu ¥LY, Cheng ¥2, Zhou %7, Lee KH*, Nakagawa K3, Miho 55 Teuji 7, Linke R, Rosell R, Corral 410, Migiioring MR, Pluzanski A2, Sbar E1'%, wang T4,
White JL™ Madanaciva 8™, Sandin R, Mok 736,

+ Author information

Abstract

BACKGROUND: Dacomitinib is a second-generation, irreversible EGFR tyrosine kinase inhibitor. We compared its efficacy and safety with that of

the reversible EGFR tyrosine kinase inhibitor gefitinib in the first-line treatment of patients with advanced EGFR-mutation-positive non-small-cell P FS . Da com |t| n | b 14 7 ay
lung cancer (NSCLC). .

METHODS: In this international, muliicentre, randomised, open-label, phase 3 study (ARCHER 1050}, we enrolled adults {aged 218 years or 220 G efltl ni b 9 . 2 ay

years in Japan and South Korea) with newly diagnosed advanced NSCLC and one EGFR mutation (excn 19 delefion or Leu858Arg) at 71
academic medical centres and university hospitals in seven countries or special administrative regions. We randomly assigned participants {1:1) to
receive oral dacomitinib 45 mg/day (in 28-day cycles) or oral gefitinib 250 mg/day (in 28-day cycles) until disease progression or another
discontinuation criterion was met. Randomisation, stratified by race and EGFR mutation type, was done with a computer-generated random code
assigned by a central interactive web response system. The primary endpoint was progressicn-free survival assessed by masked independent
review in the intention-fo-treat population. Safety was assessed in all patients who received at least one dose of study treatment. This study is
registered with ClinicalTrials.gov, number NCT01774721, and is ongoing but no longer recruiting pafients.

FINDINGS: Between May 9, 2013, and March 20, 2015, 452 eligible patients were randomly assigned to receive dacomitinib (n=227) or gefitinib
(n=225). Median duration of follow-up for progression-free survival was 22-1 months (95% C1 20-3-23-9). Median progression-free survival
according to masked independent review was 14-7 months (95% CI 11-1-16-8) in the dacomitinib group and 92 months (9-1-11-0) in the gefitinib
group {hazard ratio 0-59, 95% CI 0-47-0-74; p<0-0001). The most common grade 3-4 adverse events were dermatitis acneiform (31 [14%] of 227
patients given dacomitinik vs none of 224 patients given gefitinib), diarrhoea (19 [8%)] vs two [1%]). and raised alanine aminctransferase levels (two
[1%%] v& 19 [8%)]). Treatment-related serious adverse events were reporied in 21 (9%) patients given dacomitinib and in ten (4%) patients given
gefitinib. Two treatment-related deaths occurred in the dacomitinib group (one related to unireated diarrhoea and one to untreated
cholelithases/liver disease) and one in the gefitinib group (related to sigmoid colon diverticulifis/rupture complicated by pneumonia).

INTERPRETATION: Dacomitinib significantly improved progression-free survival over gefitinil in first-ling treatment of patients with EGFR-
mutation-pogitive NSCLC and should be considered as a new treatment option for this population.
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Improvement in Overall Survival in a Randomized Study That
Compared Dacomitinib With Gefitinib in Patients With
Advanced Non-Small-Cell Lung Cancer and EGFR-

Activating Mutations

Tomy 5. Mok, Yog Cheng, Xiangdong Zhou, Ki Hyeong Lee, Karuhico Nakagawa, Seqi Niva, Min Lee, Rolf Livke,
Rafael Rosell, Jesus Coral Mavia Rita Mighonna Adaown Plusawky Enc [ Shar, Tae Wing, Jane Liang White, and
YeLovig Wu

A B § TR ACLCT

21
AF:EHEH 1050, a randomazed, open-abel, phase Il study of dacomstink versus gefitinb in treal-
meni-naive pabents with advanced non-smabceall lung cancer INSCLC) and actvating mutabions n
EGFH, reponted sgnificant mprovement m progresson-free survnval with dacomitinb. The mature
overall survival (05 analysis for the intenton-lo-treat populstion & presanted hene.

Patients and Mathods

In thee mulinational, mulbcenter study, pabents age 18 yaars o older (= 20 years n Japan and
Komeal who had an Eastern Cooperative Oncology Group performance status of 0 or 1 and newly
dagnosad NSCLC with actwaling mutations in EGFA lexon 19 delebon or exon 21 LBS8R] wara
enrolied and randomiy assgned m a 1.1 manner to dacomiind (n = 220 or gehitnb In = 225).
Random assignmant was stratified by race Lapanesa, Chinese, other East Asian, or non-Asan) and
EGFR mulation type. The final OS5 analysis was conducted with a data cutofif date of February 17,
2017 at that e 220 deaths 48.7%) were cbhsened.

Resiilts

During a median folkew-up e of 31.3 months, 103 [45.4%) and 117 (52.0% ) deaths cccumed in tha
dacomitini and gefitnib arms, respactively. The astimated hazand mato for 05 was 0.7%60 195% CI,
0582 to 0.993; two-sded F= 044). The medan 05 was 34.1 months with dacomitmib versus
268 months wath gehitmb. The OS5 probabdties at 30 months were 56.2% and 46.3% with
dacomitinky and gefitnib, respectively. Preliminary subgroup analyses for OS5 that ae based on
basaline charactenstcs were consistent with the primary 05 analyss,

Conclusion

In patients with advanced NSCLC and EGFR activating mutations, dacometmib & the first sacond-
genarabion epdemal growth factor receplor tyrosine kmase inhibidor (TK]) to show significant m-
provement m 05 m a phase Il mandomezed study compared with a standard-of-care TKL Dacometni
should be consdened one of the standard realment options for those patients.

ay

Gefitinib

'K: Dacomitinib 34.1 ay

26.8



Osimertinib 3. Jenerasyon TKI

* T790M-pozitif ve diger EGFR TKI tedavilerine yanit alinmayan KHDAK
(Aralik 2015 FDA onayi)

 EGFR T790M-pozitif olgularda cevap orani 59% to 61%
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Osimertinib in Untreated EGFR-Mutated Advanced
Non-Small-Cell Lung Cancer

J.-C. Soria, Y. Ohe, J. Vansteenkiste, T. Reungwetwattana, B. Chewaskulyong, K.H. Lee, A. Dechaphunkul,
F. Imamura, N. Nogami, T. Kurata, |. Okamoto, C. Zhou, B.C. Cho, Y. Cheng, E.K. Cho, P.J. Voon, D. Planchard,

W.-C. Su, J.E. Gray, S.-M. Lee, R. Hodge, M. Marotti, Y. Rukazenkov, and S.S. Ramalingam,
for the FLAURA Investigators*®
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A Progression-free Survival in Full Analysis Set D Overall Survival
No. of Median Progression-free Survival No. of Median Overall Survival
Patients (95% CI) Patients (95% CI)
Osimertinib 279 189 (15.2-21.4) Osimertinib 279 NC (NC-NC)
Standard EGFR-TKI 277 102 (9.6-11.1) Standard EGFR-TKI 277 NC (NC-NC)
Hazard ratio for disease progression or death, Hazard ratio for death, 0.63 (95% CI, 0.45-0.88)
0.46 (95% Cl, 0.37-0.57) P=0.007
P<0.001
§ 10 PFS 18.9 ay 1.0+
v —
s 0.8 g 0.8 wmertinib
E = | ] 4
E.g 0.6 Ocimartinib “g : 0.6 Standard EGFR-TKI
st | ““M'"L‘_‘ 23 04
£ . 2
-El 0.2 M.“_‘_‘_’ & 0.24
3 Standard EGFR-TKI
B 0.0 T T T T T T T T 1 0.0 I T T 1 1 T T T T 1 1
] 3 b 9 12 15 18 21 24 27 0 3 & 9 12 15 18 21 24 27 30 133
Month Meonth
No. at Risk No. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 0 Osimertinib 279 276 269 253 243 232 154 87 29 4 0 O
Standard 277 239 197 152 107 78 37 10 2 O Standard 277 263 252 237 218 200 126 64 24 1 0 O
EGFR-TKI EGFR-TKI




Osimertinib —Beyin Metastazlar

B Progression-free Survival in Patients with CNS Metastases

No. of Median Progression-free Survival
Patients (95% CI)
mo
Osimertinib 53 15.2 (12.1-21 4)
Standard EGFR-TKI 63 9.6 (7.0-12.4)

Hazard ratio for disease progression or death,
0.47 (95% CI, 0.30-0.74)
P<0.001
1.0+

0.84 —

0.6 LLLI_*—
0.4 ‘k—u—a—hfﬂtmlb

0.2+

Standard EGFR-TKI
0.0 T T T T I T !
0 3 6 g 12 15 18 21 24 27

Probability of Progression-free
Survival

Month
Mo. at Risk
Osimertinib 53 51 40 37 iz 22 9 4 1 0
Standard 63 57 40 i3 24 13 i 2 1 0

EGFR-TKI

B Progression-free Survival in Patients with CNS Metastases

No. of Median Progression-free Survival
Patients (95% CI)
mo
Osimertinib 53 15.2 (12.1-21 4)
Standard EGFR-TKI 63 9.6 (7.0-12.4)

Hazard ratio for disease progression or death,
0.47 (95% CI, 0.30-0.74)
P<0.001
1.0+

0.84 —

0.6 LLLI_*—
0.4 ‘k—u—a—hfﬂtmlb

0.2+

Standard EGFR-TKI
0.0 T T T T I T !
0 3 6 g 12 15 18 21 24 27

Probability of Progression-free
Survival

Month
Mo. at Risk
Osimertinib 53 51 40 37 iz 22 9 4 1 0
Standard 63 57 40 i3 24 13 i 2 1 0
EGFR-TKI
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Sensitizing EGFR Mutation Positive v
* First-ine therapy En uzun PFS 18.9 ay
init? * Afatinib
. Afa“r"!’ 2 * Del 19 GSK avantaiji
’ Erlut]mh *Dacomitinib
» Dacomitinib? GSK avantaji
» Gefitinib®®
» Osimertinib®
* Subsequent therapy

» Osimertinib’



Anaplastic lymphoma kinase (ALK) rearrangement (ALK-EML4)
ALK fusion oncogene (ALK-echinoderm microtubule-associated protein-like 4)

(—
=
i ™
2 EML4-ALK
o .
E E13;A20 . EML4 ak N munknown
3 y E6:A20 | EML4 A mE17:20
g E20.,420 [} EML4 Ak E2:20
3 E14;A20 [ EML4 Ak it 1520
o E18a20 [l EML4 ak N %33 ettt E18.Y20
E15:A20 [ ] EML4 A ‘ 'E14j20
‘ E6alb;A20 M
E2;A20 B evs ALk Varyant Ja/b 020
E17:A20 [ | EML4 A %29 ;
L TFG-ALK | TFG ax E13;20
KIF5B-ALK Py | AK E6a/b:20
(= I Helezonal halka - Tirozin kinaz bdlgesi
- bdlgesi
@ L8 A
=
3 KHDAK’ lerinin %2-7
a erinin 74-
=
L Sigara icmemis veya az icmis
Daha sik olarak erkek
e .

Palmer ve ark., Biochem J 2009; 420:345-361
Drexler ve ark., Leukemia 2000; 14:1533-1559
Kwak ELN Engl J Med. 2010




Crizotinib ( ALK,ROS,MET)

e PROFILE 1014

Alectinib

e ALEX
e J-ALEX

Ceritinib (ALK,ROS,IGF-1)

(ALK,RET)

e ASCEND-4

Brigantinib (ALK)

e ALTA-IL



ALK Pozitif KHDAK

Crizotinib vs Pemetrexed/ Platin

Crizotinib 250 mg BID

nonsquamous _
NSCLC not / Primary
prtfg;cigzly \ Pemetrexed + Cisplatin or endpoint: PFS
_ Carboplatin
(N = 343)
g3w x 6 cycles
1007 HR (95% CI) P Value
804
ORR, % 74 45
R 607 mPFS, mos  10.9 7.0 0.45 (0.35-0.60)
n
b= 40+
20-
0 1 1 1 1 1 1 1
0 5 10 15 20 25 30 35

Solomon BJ, et al. N Engl J Med. 2014;371:2167-2177. Mok T, et al. ASCO 2014. Abstract 8002.


Presenter
Presentation Notes
ALK, anaplastic lymphoma kinase; BID, twice daily; NSCLC, non-small-cell lung cancer; ORR, overall response rate; q3w, every 3 weeks; PFS, progression-free survival.
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First-Line Crizotinib versus Chemotherapy
in ALK-Positive Lung Cancer

A Progression-fres Survival B owerall Survival
1904 Hazard ratic for progression 100 o
E or death in the crizotinib group, Crizatiniz
= & 045 (95% C1, D.I5—0.60) — a4
£ P<000] [two-sided stratified log-rank test) *. Chemotheragy
£ L_\ 5 .
a0 £ so-
£ i _“"-—k..k E
s w0 " = 40
y e Crizofindd
g T e s DT g Hazard ratio fiar death in the crizatinib
§ 20 e 20 group, 0LE2 [95% CI, 0.54-1 26
= L, Chematherany Pl 35 (two-sided stratifeed log-rank test]
o 4]
T T T T T T 1 T T
o L 1w 15 o 25 30 35 =] L] i 1% E % ) 3%
Manths Months
Mo, at Risk Ma. at Rizk
Crizotinib 172 120 65 38 15 ? 1 L] Crizatinib 172 152 L2 &0 44 24 3 o
Chematherapy 171 105 16 12 2 1 (] 1] Chemotkeagy 171 145 7L 47 21 5 o
C Progression-fres Survival, According to Subgroup
Subgroup Mo. of Patients Hazard Ratio [95% CI)
Crizatinib vs. chemnatheragy a3 i E 045 {0.35-0060;
Age v
=63 yr 55 i 037 (0.17-0.77)
<65 yr 788 —.— 0.5 §0.32-006E)
Sex :
Pdale 131 —— 05 {0.36-0.E2)
Fernale 212 —— 0.45 §0.32-0UED)
Race H
Maon-Asian 1EE et 053 {D.36-0.76)
Asian 187 i Q4L (0.30-0065]
Srnaking stalus
Smaker ar farmer smoker 125 05 (04Z-0F7)
Mararnoags 718 041 {0.29-058)
Tiene sinoe diagrasis
slyr 15 0U14 §0u04—051)
=1y 308 057 (0400 68)
ECOC performance status
2 18 019 (0.05—0.76)
Dorl 324 047 (0.36-062)
Adengceigingrna
Yes Evr) 0.4 {0.37-0U64)
Ma 21 037 §{0.12-1.10}
Type of disease
Metasiatic 336 QL4E (0.37-063]
Locally advanced T Qs (DO7F-3.31}
Brain metastases
Yes a2z QST (0350393}
Ma 251 Q46 {0.34-0L63)
T 1
a.nn el




The NEW ENGLAND JOURNAL of MEDICINE

I 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 5. Ahn, M.D.,
Dong-Wan Kim, M.D., Ph.D., Sai-Hong |l. 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.5c., Bogdana Balas, M.D.,
Johannes Noe, Ph.D., Peter N. Morcos, Pharm.D., and Tony Mok, M.D.,
for the ALEX Trial Investigators™®

Nejm 2017 Aug 377;9



ALEX Calismasi ( Alectinib/ Crizotinib )

| A& Progression-free Survival

D Overall Survival

LK) T

Hazard rabia for disease B G FEE R S O denth — 8y = . -
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ALEX Calismasi ( Alectinib

C Cumulative Incidence of CNS Progression

L

Alectinib, 12-n
rate: 9.4% (9
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CERITINIB (ALK,ROS, IGF-1)- ASCEND 4

First-line ceritinib versus platinum-based chemotherapy in advanced ALK-rearranged non-
small-cell lung cancer (ASCEND-4): a randomised, open-label, phase 3 study.

Soria JC!, Tan DSW, Chiari R®, Wu YL, Paz-Ares L®, Wolf JB, Geater SL7, Orlov 5, Cortinovis D, ¥u €4, Hochmair M, Cortot AB 2, Teai cM1?, Moro-
Sibilot DH. Campelo RG15. McCulloch T1E. Sen F'"':‘. Dugan M1E. Pantanc 517, Branle Fﬁ. Massacesi 17, de Castro G Jr18.

# Author information

Erratum in
Department of Error. [Lancet. 2017]

Abstract PFS: Ceritinib 16.6 ay

BACKGROUND: The efficacy of ceritinib in patients with unfreated anaplastic lymphoma kinase (ALK)-rearranged non-small-cell lung cancer
(NSCLC) is not known. We assessed the efficacy and safety of ceritinib versus platinum-based chemotherapy in these patients. KT 8 1 ay

METHODS: This randomised, open-label, phase 3 study in untreated patients with stage [IIB/1Y ALK-rearranged non-squamous NSCLC was done
in 134 centres across 28 countries. Eligible patients were assigned via interactive response technology to oral ceritinib 750 mg/day or platinums-
based chemotherapy ([cisplatin 75 mg,n'm2 or carboplatin AUC 5-6 plus pemetrexed S00 mgfmz] every 3 weeks for four cycles followed by
maintenance pemetrexed); randomisation was stratified by World Health Organization performance status (0 vs 1-2), previous necadjuvant or
adjuvant chemotherapy, and presence of brain metastases as per investigator's assessment at screening. Investigators and patients were not
mazked to treatment assignment. The primary endpoint was blinded independent review committee assessed progression-free survival, based on
all randomly assigned patients (the full analysis set). Efficacy analyses were done based on the full analysis set. All safety analyses were done
based on the safety set, which included all patients who received at least one dose of study drug. This trial is registered with ClinicalTrials.gov,
number NCT01828093.

FINDINGS: Between Aug 19, 2013, and May 11, 2015, 376 patients were randomly assigned to ceritinib (n=189) or chemotherapy (n=187).
Median progression-free survival (as assessed by blinded independent review committee) was 16-6 months (95% Cl 12:6-27-2) in the ceritinib
group and 8-1 months (5-8-11:1) in the chemotherapy group (hazard ratio 0-55 [95% CI 0-42-0-73]; p<0-00001). The most common adverse events
were diarrhoea {in 160 [85%)] of 189 patients), nausea (130 [69%:]), vomiting {125 [66%]), and an increase in alanine aminotransferase (114 [60%)])
in the ceritinib group and nausea (in 97 [55%)] of 175 patients), vomiting (63 [36%]), and anaemia (62 [35%]) in the chemotherapy group.

INTERPRETATION: First-line cerifinib showed a statistically significant and clinically meaningful improvement in progression-free survival versus

chemotherapy in patients with advanced ALK-rearranged NSCLC.
Lancet 2017 Mar 4;389(10072):917-929



ORIGINAL ARTICLE FREE PREVIEW
Brigatinib versus Crizotinib in ALK-Positive Non-Small-Cell Lung Cancer

0. Ross Camidge, M.0., Ph.D., Hye Ryun Kim, M.D., Ph.C., Myung:|u Ahn, 8.0, Ph.0., James Chih-Hsin Yang, M.O., Ph.C., Ji-Youn Han, M.C, Ph.D
|ong:5eak Lee, M.C., Maximilian |. Hochmair, M.D., [acky Yu-Chung Li, M.R, B5, GeeChen Chang, M.L., Ph.C., Ki Hyeong Lee, M.D., Ph.O., Cesare
Gndelli, M.0., Angelo Delmonte, M.D., Ph.D., et 2

ALTA IL Calismasi

PFS Brigatinib % 67
Crizotinib % 43
HR: =0.49

N Engl J Med 2018; 379:2027-2039
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» Alectinib®?
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« Subsequent therapy
» Alectinib14:15
» Brigatinib'®
» Ceritinib "’
» Lorlatinib'®



ROS1

e ROS1 re-aranjmanlari KHDAK’nin yaklasik %1-3’de bulunur.
* Nispeten genc ve daha once sigara icmemis hastalarda daha fazla gozlenir.

* Genellikle KRAS, EGFR ve ALK ile eszamanli bulunmaz.

Bergethon K J Clin Oncol. 2012
Takeuchi KNat Med. 2012
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ROS1 Re-aranjmani Olan KHDAK'de Crizotinib
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Shaw AT, et al. N Engl J Med. 2014;371:1963-1971.


Presenter
Presentation Notes
CR, complete response; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease.
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B-Raf(V600 E) mutasyonu + KHDAK

Dabrafenib +Trametinib Cevap Oranlari

> —>
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= |
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= =1 —> [ Partial Response
© > .
3 > [] Stable Disease
= ad M Progressive Disease
= B Not Evaluable

[] Not Available

[> First Partial Response
O Disease Progressed

=» Still on Study Treatment

0 1 2

*1st-line patient (protocol deviation)

4 5 6
Treatment Duration (Mos)

* Median time on study treatment (dabrafenib and trametinib) = 108 days (range, 1 to 244 days)
Planchard D, et al. ASCO 2015. Abstract 8006. Reprinted with permission.


Presenter
Presentation Notes
CR, complete response; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease.


Lancet Owmcol. 2016 Jul; 17 {7 984-993. doi: 10.10M&S1470-204516}30146-2_ Epub 2016 Jun G
Dabrafenib plus trametinib in patients with previously treated BRAF(VG0O0OE )-mutant metastatic
non-small cell lung cancer: an open-label, multicentre phase 2 trial.

Flanchard D'1, Bessa B‘? Srosn HJF.'I:!'. Souqueast F'..F“'. oo EE, Baik CEB. Barlesi FT. Fim TI".'I‘B'. Mazierss Jg. Mlowallo E.H:'. Rigas .!FI:'H, Upalawanma Al 2, O Armalio
A A .]r'“E'r Zhangﬂ‘ﬂ'. Pookeras 813, Jofinson BE.H'.

= Author information

Abstiract

BACKGROUND: BRAF mutations act as an oncogenic driver via the mitogen-activated protein kinase (MAFEK) pathway in non-amall cell lung
cancer (NSCLC). BRAF inhibition has shown antitumaour activity in patients with BRAF{(WVGO0E l-mutant NSCLC. Dual MaPK pathway inhibition with
BRAF and MEK inhibitors in BRAFWVEDOE l=mutant NSCLC might improve efficacy over BRAF inhibitor monotherapy based on observations in
BRAF{WVE F-mutant melanoma. We aimed to assess the antitumour activity and safety of dabrafenib plus trametinib in patients with BRAFWVBOOE)-
mutant NSCLC.

METHODS: In this phase 2, multicentre, non-randomised, open-label study, we enrolled adult patients (aged =18 years) with pretreated metastatic
stage IV BRAF(WVEBOOE J-mutant NSCLC who had documented fumour progression after at least one previous platinum-based chemotherapy and
had had no more than three previous systemic anticancer therapies. Patients with previous BRAF or MEK inhibitor treatment were ineligible.
Patients with brain metastases werg allowed to enrcl only if the lesions were asymptomatic, untreated (or stable more than 3 weeks after local
therapy if treated), and measured less than 1 cm. Enrmolled patients received oral dabrafenib (150 mg taice daily) plus oral trametinib (2 mg once
daily)} in continuous 21-day cycles until disease progression, unaccepitable adverse events, withdrawal of consent, or death. The primary endpoint
was investigalor-assessed overall response, which was assessed by intention to treat in the protocol-defined population [(patients who receired
second-line or later treatment); safety was also assessed in this population and was assessed at least once every 3 weeks, with adverse events,
laboratory values, and vital signs graded according to the Common Terminology Criteria for Adverse Events version 4.0, The study is ongoing but
no longer recruiting patients. This trial is registered with ClinicalTrials.gov, number NCTO13368634.

FINDINGS: Between Dec 20, 2013, and Jan 14, 2015, 59 patients from 30 centres in nine countries across Morth America, Europe, and Asia met
eligibility criteria. Two patients who had previously been untreated due to protocol deviation were excluded; thius, 57 eligible patients were enrolled.
36 patients (63-2% [95% Cl| 49-3-75-6]) achieved an investigator-assessed overall response. Serious adwverse events were reported in 32 (96%) of
57 patients and included pyrexia in nine {1569}, anaamia in three (5%). confusional state in two (49%), decreased appetite in bwo (4%}, hasmoptysis
in two (4%:), hypercalcagmia in two (4% ), nausea in two (4%}, and cutaneous squamous cell carcinoma in two (2%). The most common grade 3-4
adverse events were neutropenia in five patients (9% ), hyponatraesmia in four (7% ), and anaemia in three (5%). Four patients died during the study
from fatal adverse events judged to be unrelated o treatment (one retroperitoneal haemorrhage, one subarachnoid haemorrhage, one respiratory
disfres=s, and one from disease progression that was more severe than typical progression, as assessed by the investigator).

INTERPRETATION: Dabrafenib plus trametinib could represent a new targefed therapy with robust antitumouwr activity and a manageable safety
profile in patients with BRAFWVSOOE }-mutant NSCLC.
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KRAS Mutasyonu

» Akciger adenokarsinomlarinda de en sik gortlen mutasyon (%30)
* EGFR tirozin kinaz inhibitorlerine cevapsizlikta rolt var
 Pozitifliginde diger mutasyonlarin bakilmasina gerek yok

e SELUMETINIB(Mek1/Mek2 inhibitor
* Fazll calisma

Shigematsu HJ Natl Cancer Inst. 2005
Riely GJProc Am Thorac Soc. 2009
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KHDAK Tedavisinde Birinci Seri Tedaviyi Belirlerken

* EGFR mutasyonlari
* ALK/EML4

* ROS

* B-RAF

* PDL1
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SUBTYPE® Sensitizing EGFR mutation positive
- Molecular testing (see NSCL-18)
» EGFR mutation testing ALK positive (see NSCL-21)
« Adenocarcinoma (category 1)
. cell » ALK testing (category 1) ROS1 positive (see NSCL-24)
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Disease counseling » Consider EGFR mutation Sensitizing EGFR mutation positive
- Integrate palliative and ALK testingll in never (see NSCL-18)
care® (See NCCN. :f;';:::“ or smal 'h'-":l“! ALK positive (see NSCL-21)
Guidelines for ,
Palliative Care) s oall histology** ROS1positive (see NSCL-24)
gquamous » Consider ROST and BRAF
carcinoma - testing in small biopsy BRAF V600E positive (see NSCL-25)
specimens or mixed PD-L1250% and EGFR, ALK negative
, ‘.;‘fst:’mhuuld be or unknown (see NSCL-26)
conducted as part of broad EGFER, ALK, ROS1, BRAF, negative

molecular profiling”

= PD-L1 testing (category 1)

or unknown, PD-L1 <50% or unknown
(see NSCL-28)



Anti EGFR TKI =Direnc Gelisimi

Primer direncg
* Kras mutasyonu
* Exon 20 insersiyon mutasyonu

Edinsel direng

* T790M (tedaviye yanit sonrasi progresyonun %60’l)
e 8-16 ay icinde

 KHDAK----KHAK

* Epitelyal- mezenkimal transizyon



Edinsel Direnc Mekanizmalari

Unknown
mechanism
(30%)

HERZ2 amplification (12%)+
BRAF mutation (1%)+

B PIK3CA (5%)

B SCLC
transformation
(14%)

Sequist LV, et al. Sci Trans Med. 2011;3:75ra26. Oxnard GR, et al. Clin Cancer Res. 2011;17:1616-
1622. Ohashi K, et al. Proc Nat Acad Sci USA. 2012;109:E2127-E2133. Takezawa K, et al. Cancer
Discov. 2012;2:922-933.
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Amp, amplification; EGFR, epidermal growth factor receptor; HER-2, human epidermal growth factor receptor 2; MET, metastasis; PiK3CA, phosphatidylinositol 3-kinase catalytic subunit alpha; SCLC, small-cell lung cancer; TKIs, tyrosine kinase inhibitors.



Osimertinib 3. Jenerasyon TKI

* T790M-pozitif ve diger EGFR TKI tedavilerine yanit alinmayan KHDAK
(Aralik 2015 FDA onayi)

 EGFR T790M-pozitif olgularda cevap orani 59% to 61%
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Probability of Progression-free Survival
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Mo, at Risk

T790M.positive 138 100 70 14 ]
T790M.negative 62 27 13 3 0
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SENSITIZING EGFR MUTATION POSITIVEPP SUBSEQUENT THERAPY™™
= Consider definitive local therapy (eg,
SABR orsu for limited lesions :
Asymplomatic ol Osimertinib™ (if TT90M+) (category 1}—= Progression, w
or Therapy (NSCL-20)
« Continue erlotinib or afatinib or gefitinib _,. Progression, see therapy*** for
or dacomitinib multiple lesions, noted below
Progression . Eslnﬂgsi:ler definitive local therapy (eg.
on erlotinib . ]fﬂl: |mieq lesions ression
- ' T7T90M ) = Osimertinib"" (if TT90M+) (category 1)—» Prog , See Subsequent
afatinib, testingPP Brain™ 1 or Therapy (NSCL-20)
gefitinib or « Continue erlotinib or afatinib or gefitinib __ Progression, see therapy®*® for
dacomitinib™® or dacomitinib™ multiple lesions, noted below
« See NCCN Guidelines for CNS Cancers
Symptomatic = Consider definitive local therapy (eg,
SABR or surgery)
« Continue erlotinib or afatinib or gefitinib __ Progression, see therapy**"® for
Isolated | or dacomitinib multiple lesions, noted below
lesion or
= See subsequent therapy for multiple
Systemic lesions, noted below
Osimertinib™ (category 1)___ See Subsequent
TT90M+— . g
. Therapy (NSCL-20)
Multiple < (if not previously given
lesions See Initial systemic therapy options®*!"
TT90M- —| Adenocarcinoma (NSCL-27) or
s Squamous Cell Carcinoma (NSCL-28)
m [

"For performance status 0-4.



Met

N4

Growth, Migration, Su Mo Activity

Spigel DR, et al. ASCO 2011. Abstract 7505.

e Bir ¢cok timoérde MET
amplifikasyonu, mutasyonu, asiri
ekspresyonu var

* MET ekspresyonu bir cok timor ve
KHDAK igin kotl bir prognostik
ozellik

*  Amplifikasyonu
* Exonl4 mutasyonlari

* MET aktivasyonu
erlotinib/gefitinib direncinde rol
oynuyor
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Presentation Notes
HGF, hepatocyte growth factor; MAb, monoclonal antibody; NSCLC, non-small-cell lung cancer.

The link between EGFR mutations and Response
Diversity of Response to EGFR-TKIs to Different Mutations
Genomic Characterization has shown us a role of TITF-1 in Adenocarcinomas of Lung
LKB1 Mutations in Adenocarcinoma


MNational

Comprehensive: NCCN Guidelines Version 2.2019
Cancer Non-Small Cell Lung Cancer

Network”

NCCHN Guidelines Index
Iable of Contents
Discussion

EMERGING BEIOMARKERS 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

High-level MET ampification or MET exon

15
14 skipping mutation Crizotinib
RET rearrangements Cabozantinib®’
Vandetanib®
ERBB2 (HER2) mulations Ado-trastuzumab emtansine®

Tumor mutational burden (TMB)*

Nivolumab + iplimumab°
Nivolumab'!

“TMB is an evohving biomarker thal may be helpful in selecting patients for immunotherapy.
There & no consensus on how to measure TMB.
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