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Akciger Kanserinde Insidans ve Mortalite
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Metastatik KHDAK Tedavi
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Metastatik KHDAK Hedefe Yonelik Tedaviler
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Metastatik KHDAK Hedefe Yonelik Tedaviler

Slayt Gosterisi - MTBLung21_Part1 - PowerPoint =

Large panel NGS finds targets
of FDA-approved targeted drugs — circa 2021

MSK-IMPACT data, MSKCC
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Metastatik KHDAK Hedefe Yonelik Tedaviler
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TESTING RESULTS!mm

EGFR exon 19 deletion or L858R mutation positive NSCL-20
EGFR S768I, L861Q, and/or G719X mutation positive NSCL-23
EGFR exon 20 insertion mutation positive NSCL-24
KRAS G12C mutation positive NSCL-25
ALK rearrangement positive NSCL-26
ROS1 rearrangement positive NSCL-29
BRAF V600E mutation positive NSCL-31
NTRK1/2/3 gene fusion positive NSCL-32
METex14 skipping mutation positive NSCL-33
RET rearrangement positive NSCL-34
PD-L1 250% and negative for actionable molecular biomarkers above NSCL-35
PD-L1 21%-49% and negative for actionable molecular biomarkers above NSCL-36
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37




Metastatik KHDAK Hedefe Yonelik Tedaviler

NSCLC: How to test for targets

Direct/ IHC NGS
hotspot staining plasma

seq

KRAS mutations

++ - - ++ G ++
EGFR mutations (including exon
20 insertions) - - - ik it L
ALK rearrangements " ++ + + + ++
ROS1 rearrangements _ ++ _ + + ++
BRAF mutations (including
V600E) ++ - - ++ G ++
MET exon 14 mutation +/_ _ _ ++ + ++
HER2 mutations ++ _ _ ++ + ++
RET rearrangements _ ++ - + + ++
MET amplification _ ++ +/_ + +/_ +
N NTRK rearrangements _ ++ _ + + ++
++ Most sensitive
+ Less sensitive PD-L1 Protein Expression _ _ ++ _ _ _
+/- Least sensitive (or technical limitations) ) o
_ Not appropriate Turnaround time (optimistically) 1-3 days 1-3 days 1 day 7-14 days 7-10 days 7-14 days

Courtesy of Joel W Neal, MD, PhD



Metastatik KHDAK Hedefe Yonelik Tedaviler

Lung Cancer Mutation Consortium I:
Survival by Group

Kris M, et al. JAMA. 2014 May 21; 311(19): 1998-2006



Metastatik KHDAK Tedavi Sureci

Slayt Gosterisi - MTBLung21_Part1 - PowerPoint
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Metastatik KHDAK Tedavi Suireci

Timeline of Selected US Food and Drug Administration Drug
Approvals for Patients with Treatment-Naive Metastatic NSCLC
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Metastatik KHDAK Tedavi Suireci

Selected US FDA-Approved Therapies for Up-Front Treatment of

Metastatic NSCLC

Thai AA et al. Lancet 2021;398:535-54.
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Metastatik KHDAK Hedefe Yonelik Tedaviler

Slayt Gosterisi - MTBLung21_Part1 - PowerPoint =

Large panel NGS finds targets
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Metastatik KHDAK Hedefe Yonelik Tedaviler

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%)
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In KNO10, CM057 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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Vaka Sunumu

50 yasinda erkek hasta

Elektrik kurumunda calistyor

Bilinen hastalik 6ykusua: Tip2 DM

Aile oykusu: Yok

Sarekli kullandigi bir ilag: Diaformin 2x1000 mg
Operasyon oykusu: Yok

Sigara oykusu: 15 yil/paket

Sol yan agrisi ve ses kisikhigi ile 03/2018 tarihinde basvuruyor



04/2018 Toraks BT Raporu

Rapor Detay Bilgisi

SAYIN MESLEKTASIM;
Hastaniza yapilan kontrastsiz toraks aksiyal BT incelemesinde;

Mediastinal ana vaskuler yapilar normaldir.Kalp konfigirasyonu normaldir .
Trakea orta hattadr.
Trakea ve her iki ana brons aciktir.

Mediastinal ya da hiler yerlesimli patolojik boyut artisi gosteren lenf nodu izlenmemistir.
Sol akciger alt lob bazalda 33x36 mm santralinde kalite bulunan modduler opasite
izlenmektedir.

Bunun disinda her iki akcigerde birka¢ milimetrik nodul vardir.

Plevral kalsifikasyon, kalinlasma veya effizyon izlenmemistir.

Kemik yapilar dogal gérinimdedir.



04/2018 Patoloji Raporu

TTF-1 pozitif, CK7 pozitif Akciger
Adeno ca ile uyumlu




04/2018 PET-BT Bulgulari

 Sol akciger alt lob 3.5x3.5 cm primer timor
d Subkarinal, sol hiler 1.7cm multiple LAP

J Mediastinoskopi : 4L ve 7 lenf istasyonu
TTF-1 ve CK-7 pozitif

J cT2A N2 MO Akciger adeno ca

[ Definitif KRT tedavisi aldi



10/2019 Tarihinde Epilepsi Nobeti

Klinik Bilgi: Akciger Ca.

Faranazal siniislerin ve bilateral mastoid sellilerin havalanmalan dogaldir.

Bulbus, mezensefalon, serebello vermiyan yapilar normal sinirlarda izlendi. Sisternler geniglikleri dogaldir.

Her iki lateral, 3 ve 4. ventrnikdl geniglikler hastamin yasi ile uyumludur.

Her iki serebral ve serebellar hemisferlerde daginik yerlesimli biyiigii verteks dizeyinde sag serebral
hemisfer frontal lobda yaklagik 32x31 mm boyutlarninda T2A-FLARA sekanslarda cevresel vazojenik ddemin
eslik ettigi multipl kitleler izlenmektedir. Tarif edilen lezyonlar post-kontrast serilerde periferal
kontrastlanmaktadir. Aynica tarif edilen lezyonlarnn bir kisminda T1A sekanslarda spontan hiperintens sinyal
deqisiklikleri dikkati gekmektedir. Aynca lezyonlann bir kismi duraya yakin izlenmekte olup post-kontrast
serilerde bu diizeylerde durada yer yer hafif belirginlegsmeler dikkati gekmektedir.

Bilateral silvian fissir ve konveksite sulkuslannin dernnlik ve genigliklen hastanin yasi ile uyumludur.

Her iki bazal ganglion, talamuslar, internal-eksternal kapsil MR bulgulan normal olarak izlendi.

Korpus kallozumun morfoloji ve sinyal intensite dagiimi tabiidir.



10/2019 Tarihi PET-CT




Metastatik KHDAK Hedefe Yonelik Tedaviler

150 yasinda erkek hasta, bilinen hastalik yok

d Evre Il akciger Adeno ca, definitif KRT(04/2018)

(110/2019 Epileptik atak ile basvuruyor

J Multiple Kraniyal ve Kemik metastazlari
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Slayt 11 /67

Cancer is a Disease of the Genome

. . . - NORMAL CELL 0
Tumorigenesis (aka carcinogenesis) SGEsh TaatliRtESHimr
Every type of cancer starts from a single cell doan ol s
(clone) with genetic mutations that confer a growth iis brolif
advantage over other cells (mutated cells divide Cells proliferate
and grow rapidly). 0
Cancer causing mutations can occur in various 20 6ges

classes of genes involved in cell growth and DNA

repair including:
P 9 Mutation inactivates DNA repair genes

— Oncogenes
— Tumor Suppressor Genes Mutation of proto-oncogene results in an
— DNA Repair Genes oncogene

— Cell cycle checkpoint genes
— Cell death genes

— Cell growth genes

— Cellular differentiation genes
— Cellular senescence genes
— Metastasis/invasion genes

Mutation(s) inactivate(s)more tumor

Courtesy of Andrew J McKenzie, PhD
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Types of Genetic Alterations (aka:

Point Mutation

EGFR
Courtesy of Andrew J McKenzie, PhD
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10/2019 Molekiler Test Sonucu
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ANAPLASTIK LENFOMA KINAZ

ALK+ligi;

* Tiim KHDAK’ de yaklasik % 3-8 oraninda

» Tiim adenokarsinomlar, sigara icmemis % 22

« Tiim adenokarsinomlar, sigara icmemis ve EGFR (-) % 33 goriilmektedir.

ALK+ KHDAK bazi subgruplarda daha sik goriilmektedir;
* Non-skuaméz histoloji

 Sigara icmeyen hastalar

* Geng hastalar

« Kadin cinsiyet

* EGFR veya KRAS WT hastalar

1. Sekine, lkuo. “What Is the Optimal First-Line Treatment for Advanced Anaplastic Lymphoma Kinase-Rearranged Non-Small Cell Lung Cancer?” Journal of Thoracic Disease, vol. 9, no. 5, 2017;
2. Gridelli, et al. Cancer Treat Rev 2014; 3. Hallberg, et al. Nat Rev Cancer 2013 4. Rikova, et al. Cell 2007; 5. Soda, et al. Nature 2007; 6. American Cancer Society 2013 7. Perez, et al. Lung Cancer 2014; 8. Lindeman,
et al. ) Thorac Oncol 2013; 9. Leighl, et al. J Clin Oncol 2014



ANAPLASTIK LENFOMA KiINAZ

ALK geni 2. kromozomda yer alir

En sik goriilen ALK yeniden diizenlenmesi ALK ile EML4 arasindadir

EMLA4 - ALK fiizyon proteininin transmembran domaini yoktur ve yapisal

olarak aktiftir
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Kilavuzlar - CAP / IASLC

5% COLLEGE of AMERICAN Associron
ML PATHOLOGISTS P o
Tiim Smn('jll makteryallerde
adenokarsinomlarda adenokarsinom ALK testi

olasiligi tamamen

imer / metastatik
dislanamadiginda primer / metastati

tumor orneklerinin

klinik karakteristiklere
bakilmaksizin

ALK testi (?;Zrigirl:gs’gigi;a her ikisinden de
0 ilmektedir. alisilabilir.
oneriimektedir hastalarda) ALK test Sl
edilebilir.

Lindeman, et al. J Thorac Oncol 2013
Leighl, et al. J Clin Oncol 2014
IASLC Atlas of ALK Testing 2013



Alex Calisma Tasarimi
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« Evre IIIB/IV KHDAK

+ ALK+ (THK)

* Daha 6nce tedavi gérmemis
* ECOG PS 0-2

Primer sonlanim noktasi

* PFS (Arastirmaci degerlendirmesine gére)

Sekonder sonlanim noktasi

PFS (Bagimsiz degerlendirmeciye gore), OS, ORR, DOR,
MSS TTP, MSS ORR, MSS DoR, Giivenlilik
Peters, et al. NEJM 2017

Alecensa
600 mg BID
(n=152)

Crossover YOK

Crizotinib

250mg BID
(n=151)

Stratifikasyon faktorleri
° ECOG PS

* Irk

*  MSS metastaz varhig:



Alecensa ile progresyon riskinde % 57 azalma

Alecensa ile PFS yarari (Arastirmaci degerlendirmesine gore)
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Alecensa, RT Oykiisiinden bagimsiz olarak PFS yarari

saglar

RT oykusu olan hastalar

== Crizotinib (n=21)
== Alecensa (n=25)

100 = HR 0.34
(%95 GA 0.15-0.78)
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Peters, et al. NEJM 2017
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Alecensa ile MSS progresyon riskinde 4 kat azalma
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11/2019 Tarihinde

JKraniyal ve Kemik Lezyonlarina SBRT
JAlecensa 2x600 mg giin

dZoledronik asit 4 mg/3 ay



06/2021 Kraniyal MR

Hastanizin Yapilan Kontrasth Kranium MR incelemesinde:

Teknik: sagital planda se t1, aksiyal planda se t1, tse t2, flar, koronal planda tse t2
Iv. Gd-dtpa sonrasi aksiyal ve koronal planda se t1 a
B=1000 deferinde dag ve adc haritas

Bulgular:

Paranazal sindslerin ve bilateral mastoid selldlerin havalanmalar dogaldir.

Bulbus, mezensefalon, serebello vermivan yapilar normal sinirlarda izlendi. Sisternler geniglikleri dogaldir.

Her iki lateral, 3 ve 4. ventrikll geniglikleri hastanin yagi ile uyumludur.

Sag temporal lobda aksiyel dizlemde en genis yerinde 10x9.5 mm, sagda parietal lob posteriorunda subkortikal alanda
yaklasik 13x6 mm ve frontal lobda yaklasik 14x7 mm boyutlaninda T1A sekanslarda heterojen yer yer milimetrik
hiperintens sinyal degisikligi iceren, T2A sekanslarda yine heterojen sinyal dzelliginde periferal vazojenik ddemin eslik
ettigi kitleler izlenmektedir. Tarif edilen lezyonlarda postknotrast seride belirgin kontrastlanma saptanmamigtir (hemorajik
met?).

Korpus kallozumun morfolaji ve sinyal intensite dagilirmi tabiidir.

Ekirm 2020 tarihli inceleme ile karsilastinldiginda tarif edilen lezyonlann boyut ve morfolojide anlamb farklilik
saptanmamig olmakla birlikte eski tarihli incelemede sad oksipital lobda izlenen lezyon gincel incelemede vizualize
edilemedi.



06/2021 PET-C1




06/2022 Kraniyal MR

Bulbus, mezensefalon normal simifarda izlendi. Sisternler genislikleri dogaldir. Serebellar vermiyan folyalar hafif
belirgindir.

4. venirikil genigligi hastanin yas ile uyumludur. Bilateral serebral hemisferik sulkuslann, lateral ventrikiillerin ve
3. ventrikiiliin genislikleri senil serebral atrofiye sekonder artmistir.

Sol serebellar hemisferde postkontrast koronal gériintiilerde yaklagik 4 mm gaph periferal kontrastlanan FLAIRA
sekanslarda net demarke edilemeyen lezyon izlenmektedir. Aynca sag serebellar hemisferde ve vermiste benzer
morfolojide bilyligid 4.5mm ¢aph iki adet kitle mevcuttur.

Her iki temporooksipital lob medial diizeylerinde sagda 7.5 mm, solda T mm ¢aplh postkontrast serilerde periferal
kontrastlanan lezyonlar ile uyumlu sinyal degigiklikleri izlenmektedir.

Sag parietal lob posteriorunda kortikosubkortikal diizeyde 15x5 mm boyutlaninda T1A sekanslarda igerisinde
milimetrik silik hiperintens sinyal degigikliklerinin izlendigi, postkontrast serilerde periferal kontrastlanan lezyon
izlenmektedir.

Bilateral periventrikiiler derin ak maddede ve her iki korpus kallozum splenim diizeylerinde T2A - FLAIRA
sekanslarda belirgin hiperintens sinyal degigiklikleri mevcuttur.

Sag frontal bélgede subkortikal alanda postkontrast serilerde hafif heterojen silik kontrastlanma mevcuttur.
Ayrica sag oksipital lobda subkortikal alanda 2 mm ¢aph postkontrast koronal goriintlilerde silik kontrastlanan
alan mevcuttur (met?).

Her iki bazal ganglion, talamuslar, internal-eksternal kapsil normal olarak izlendi.
Paranazal sinislerin ve bilateral mastoid sellilerin havalanmalan dogaldir

Mart 2022 tarihli inceleme ile karsilagtinldiginda ; vermiste izlenen milimetrik ¢apl nodiiler leyon yeni bulgudur.
Diger bulgularda anlamh farkhhk saptanmadi.
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07/2018 Laboratuvar Degerleri

Parametre Adi Sonuc Birim Nttrmal Parametre Adi Birim NQ,""aI Ll
Degerler Degerler Sonuc
Glukoz 102 5 mgde 74 | 106 WBC 537 10e3ful | 3.7 | 101 | 594/4 547
Ore 27 mgidl | 17 | 43 RBC 502 10e6/ul |4.06| 558 | 4.82/504
—— HGE 135 gidl  [12.9[ 159 13/136.
Lol Tk SR 1 HCT 405 % | 39| 49 | 393/403
Kreatinin 0.76 mg/d. 07| 12 PLT 271 10e3/uL | 155 | 366 | 2421232
eGFR 106.38 mL/min/1.7 Y 80.7 fL [81.1] 96 | 815/80
CKD-EPI formald kullanilarak hesaplanmistir. & |MCH 26.9 pg 27.0) 1.2 27127
AST 241 UL 0 50 MCHC 333 g/dL  |31.8| 354 | 331/33.7.
ALT 195 UL 0 50 RDW 131 % 1156|1456 | 135/132
GGT = UL 5 | 3% NEU# 3.64 163] 6.96 | 3.66/218.
LYM# 1.36 1.09] 299 | 145/187.
T L o E EO# 0.07 0.03[ 044 [ 015/011
ALP 73 UL 140 | 120 MON# 028 024 079 | 062/038
Total Protein 7.41 g/dL 64| 8.3 BASO# 002 0o | og | oo4/003
Albumin 4.16 gidl  [35]| 52 NEU% 67.8 %  |50.0] 70.0 | 624477
Direkt Bilirubin 0.15 mg/dL 0| 02 LYM% 253 % 18.0] 483 | 244/4089
Total Bilirubin 0.84 mg/dl | 0 [ 1.2 EO% 13 % 106173 ) 25/24
Indirekt Bilirubin 069 mgidl | 0 | 12 sibnub i % [44]127) 104783
, BASO% 0.4 % 0 | 17 | 07/07
Kalsiyum 3.5 mg/d.  |8.6) 10.6 MPV 106 fl 69| 16 | 108/11
Potasyum 4.24 mmolll [3.5]| 5.1 PDW 125 L [9.30[14.30] 13.2/131
Klar 1026 mmal/L | 98 | 107

Lab ve Grup Agiklamalan




06/2022 Laboratuvar Degerleri

Parametre Adi Sonuc Birim DNE%r;:F E!r SrTusbe Sells Bl [;'Iepr;:a;r

Glukez 89.4 mydl | 74 [106]  rgipes 56Tt Taosl 558
Ure 42.9 mg/dL 17 |43 1[HGB 116 g/dl  |129] 159
Kreatinin 1.18 mg/dL 0.7 |1.2 BIHCT 335 o 39 | 49
eGFR 70 mL/min/1.73m2| > 60 PLT 164 10e3/ul | 155 | 366
MCWV 93 flL 81.1| 96

CKD-EPI formild kullanilarak hesaplanmistir.

MCHC 345 g/dL 31.8| 354
RDWW 14.5 % 115 145
GGT 12.6 UL 0|60 NEU# 221 163| 6.96
ALP 96 UL 40 |129 LYz 138 109 299
LDH 219 UIL 135 [225 EO# 0.1 0.03] 0.44
Total Protein 74 8 Q-”— B4 a3 MONE 0.33 0.24| 0.79
Albumin 474 g/l 39 |49 BASO# 0.07 0 | 08
MNEU% 54 % 50.0( ¥0.0
LYM% 337 % 18.0| 48.3
EO% 24 % 06| 7.3
MONO% 8.2 % 44127
Kalsiyum 91 mag/dL 86 |10 BASO% 1.7 % 0|17
Sodyum 1414 mmol/L 136 |146 MPV 10.3 fl 69| 16
Potasyum 443 mmolll. | 35 [51 el Al I e

Lab ve Grup Agiklamalan

Lab ve Grup Agiklamalan



Yan Etki YOnetimi

The NEW ENGLAND JOURNAL of MEDICINE

Table 3. Safety Overview and Adverse Events of Any Grade That Differed by 5 Percentage Points or More in Frequency
between Groups.*®

Event Crizotinib (N=151) Alectinib (N =152)
Any Grade Grade 3-5 Any Grade Grade 3-5
number of patients (percent)

Adverse event 146 (97) 76 (50) 147 (97) 63 (41)
Serious adverse event - 44 (29) - 43 (28)
Fatal adverse eventf —_ 7 (5) — 5(3)
Adverse event leading to treatment discontinuation 19 (13) — 17 (11) —
Adverse event leading to dose reduction 31 (21) — 24 (16) —
Adverse event leading to dose interruption 38 (25) — 29 (19) —

Adverse events that differed by =5 percentage
points in frequency between groups

Nausea 72 (48) 5 (3) 21 (14) 1()
Diarrhea 68 (45) 3 (2) 13 (12) o
Vomiting 58 (38) 5 (3) 11 (7) o
ALT increased 45 (30) 22 (15) 23 (15) 7 (5)
AST increased 37 (25) 16 (11) 21 (14) 8 (5)
Blood bilirubin increased 2() o 23 (15) 3 (2)
Weight increased 0 o 15 (10) 1(1)
y-Glutamyltransferase increased 10 (7) 2 (1) 1(1) 1(1)
Peripheral edema 42 (28) 1(1) 26 (17) ]
Dizziness 21 (14) o 12 (8) 0
Dysgeusia 29 (19) o 4 (3) o
Visual impairment 18 (12) o 2(1) 0o
Vision blurred 11 (7) 0 3(2) o
Photopsia 9 (6) o o (4]
Myalgia 3(2) 0 24 (16) o
Musculoskeletal pain 3(2) o 11 (7) 0o
Anemia 7(5) 1(1) 30 (20) 7 (5)
Alopecia 11 (7) 0 1(1) o
Photosensitivity reaction 0 o 8 (5) 1(1)

* ALT denotes alanine aminotransferase, and AST aspartate aminotransferase.
T Two events in the crizotinib group and none in the alectinib group were reported to be related to the trial treatment.




06/2022 Kinik ve Radyolojik Yanit

ASol akciger lezyonda radyolojik yanit
JKemik lezyonlari sklerotik yanit devam ediyor

dSag temporal 10mm yanit devam, diger
metastazlarda kismi yanit devam



Yan Etki ve Toksisite

J Hastanin tedavi toleransi iyi

d Hafif Yorgunluk ve miyalji sikayetleri var

d Ginlik aktivitelerine devam ediyor

3 ilac iliskili grad1l anemi var

 Toksisite nedeniyle ila¢ doz azaltilmasina gerek gorilmedi

1 Tedaviye devam edildi



Sonug

National

Comprehensive NCCN GUidelines Vel'Sion 3.2022 NCCN Guidelines Index

Table of Contents

—_— Non-Small Cell Lung Cancer f Contents

ALK REARRANGEMENT POSITIVE™™

FIRST-LINE THERAPYPP

Preferred

Alectinib99 (category 1)

or

Brigatinib99 (category 1) Sub .
. Subsequen

or .
ALK rearrangement —— — Progression > Therapy (NSCL-27)
discovered prior to Lorlatinib" (category 1)

first-line systemic
therapy

Other Recommended
Ceritinib99 (category 1)

Useful in Certain

Circumstances Sub .

ALK Crizotinib9 (category 1) —» progression , Subsequen
rearrangement Therapy (NSCL-28

positive

Complete planned
systemic therapy,
including maintenance
ALK rearrangement therapy, or interrupt, . . Subsequent
discovered c?uring follo“?gd by alectir'\)ib > Progression * Therapy (NSCL-27)
first-line systemic (preferred) or brigatinib
therapy (preferred) or lorlatinib
(preferred) or ceritinib

or
crizotinib > Progression > ?ﬁ::ae;?vumécma}




Tedavi Secenegi

Nati I . - .
Comprehensive NCCN Guidelines Version 3.2022
NCCN Bele Non-Small Cell Lung Cancer

NCCN Guidelines Index

Table of Contents
Discussion

ALK REARRANGEMENT POSITIVE™™

Asymptomatic
Progression"":**
on alectinib
or brigatinib Brai
or ceritinib or rain
lorlatinib

Symptomatic

Systemic

Limited
metastases'!

Multiple lesions—

SUBSEQUENT THERAPYFP

« Consider definitive local therapy
(eg, SABR or surgery) for limited
lesions™:VV

= Continue alectinib or brigatinib
or ceritinib or lorlatinib

* Lorlatinib (ALK G1202R)

» Consider definitive local therapy
(eg, SRS) for limited lesions""

» | * Continue alectinib or brigatinib or

ceritinib or lorlatinib
* Lorlatinib (ALK G1202R)
* NCCN Guidelines for CNS Cancers

» Consider definitive local therapy
(eg, SABR or surgery)™

« Continue alectinib or brigatinib or
ceritinib or lorlatinib

* Lorlatinib (ALK G1202R)
or

 Therapy for multiple lesions, below

Lorlatinib (if not previously given)
or

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

(NSCL-K 2 of 5)

4,{

Progression, see
therapyYY for
multiple lesions,
below



Sonug

Timeline of Select FDA-Approved Targeted Therapies for
Oncogene-Driven NSCLC

RET Selpercatinib
NTRK — Pratsstinib

ROS1

nib Entrectinib
Repotrectinib

Lorlatinib 2L or 3L
Alecti
post-crizotinib

post ALK TKI

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

adjuvant

Gefi L Afatinib {SCC) Osimertinib 1L
]
Osimertinib 2L Afatinib (EGFR L861Q, Dacomitinib 1L Amivantamab (EGFR
EGFR T790M+ G719X, and S768l) exon 20 insertion)

Sotorasib Adagrasib

ALK

Ceritinib 2L
post-crizotinib

Brigatinib 2L
post-crizotinib Brigatinib 1L Lorlatinib 1L

Mobocertinib
{EGFR exon 20
insertion)

Osimertinib

EGFR

BRAF

Dabrafenib plus
trametinib

KRA.

M

Capmatinib Tepotinib

HER2

0800 EEl

Trastuzumab
deruxtecan

RESEARCH

Tan AC et al. J Clin Oncol 2022;40(6):611-25. Note: Red line indicates Breakthrough Therapy designation 07T
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Key Randomized Trials in Treatment-Naive Advanced
ALK-Rearranged NSCLC

Comparator CNS ORR

| Intervention |

PROFILE 1014 Crizotinib Platinum/pemetrexed 74% vs 45% —
PROFILE 1029 Crizotinib Platinum/pemetrexed 88% vs 46% —
ASCEND-4 Ceritinib Platinum/pemetrexed 73% vs 27% 73% vs 27%
ALEX Alectinib Crizotinib 83% vs 76% 81% vs 50%
J-ALEX Alectinib Crizotinib 92% vs 79% —
ALESIA Alectinib Crizotinib 91% vs 77% C
ALTA-1L Brigatinib Crizotinib 71% vs 60% 78% vs 26%
CROWN Lorlatinib Crizotinib 76% vs 58% 82% vs 23%
eXalt3 Ensartinib Crizotinib 75% vs 67% 64% vs 21%

Tan AC et al. J Clin Oncol 2022;40(6):611-25; Soria JC et al. Lancet 2017;389(10072):917-29; Peters S et al. N Engl J Med 2017;377(9):829-38;
Camidge DR et al. J Thorac Oncol 2021;16(12):2091-108; Shaw AT et al. N Engl J Med 2020;383(21):2018-29; RESERReh
Horn L et al. JAMA Oncol 2021;7(11):1617-25; Popat S et al. ESMO 2021;Abstract 1195P.
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Key Randomized Trials in Treatment-Naive Advanced
ALK-Rearranged NSCLC (continued)

Intervention Comparator Median PFS Hazal:zsratio Hazag:lsratio
PROFILE 1014 Crizotinib Platinum/pemetrexed 11vs 7 mo 0.45 0.76
PROFILE 1029 Crizotinib Platinum/pemetrexed 11vs 7 mo 0.40 0.90
ASCEND-4 Ceritinib Platinum/pemetrexed 17 vs 8 mo 0.55 0.73
ALEX Alectinib Crizotinib 35vs 11 mo 0.50 0.67
J-ALEX Alectinib Crizotinib 34vs 10 mo 0.37 0.80
ALESIA Alectinib Crizotinib NRv 11 mo 0.37 0.28
ALTA-1L Brigatinib Crizotinib 24 vs 11 mo 0.49 0.92
CROWN Lorlatinib Crizotinib NR vs 9 mo 0.28 0.72
eXalt3 Ensartinib Crizotinib 26 vs 13 mo 0.52 0.88

Tan AC et al. J Clin Oncol 2022;40(6):611-25; Soria JC et al. Lancet 2017;389(10072):917-29; Peters S et al. N Engl / Med 2017;377(9):829-38;

Camidge DR et al. J Thorac Oncol 2021;16(12):2091-108; Shaw AT et al. N Eng/ J Med 2020;383(21):2018-29;
Horn L et al. JAMA Oncol 2021;7(11):1617-25; Popat S et al. ESMO 2021;Abstract 1195P. e

Ma
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Common and Unique Adverse Effects of ALK TKis

ALK TKI Most common adverse effects
Vision disorders, nausea, diarrhea, vomiting, edema, constipation, elevated

Crizotinib transaminases, fatigue, decreased appetite, upper respiratory infection, dizziness
and neuropathy

Ceritinib Diarrhea, nausea, vomiting, fatigue, abdominal pain, decreased appetite and
weight loss

Alectinib Constipation, fatigue, edema, myalgia and anemia

Brigatinib Diarrhea, fatigue, nausea, rash, cough, myalgia, headache, hypertension, vomiting

8 and dyspnea

Lorlatinib Hypercholesterolemia, hypertriglyceridemia, edema, peripheral neuropathy,
weight gain, cognitive effects, fatigue, dyspnea, arthralgia and diarrhea

Ensartinib Rash, nausea, pruritus and vomiting

Crizotinib PI, rev 1/2021; Ceritinib PI, rev 3/2019; Alectinib PI, rev 1/2021; Brigatinib PI, rev 5/2020; Lorlatinib PI, rev 3/2021
Xia B et al. Trans! Lung Cancer Res 2020;9(6):2521-253; Gristina V et al. Pharmaceuticals 2020;13(12):474.

RESEARCH
TO PRACTICE
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Learning From
the Lazarus Effect

Most clinical trials for cancer drugs are failures. But for a
handful of patients, a drug proves to be nearly a cure. What
can science learn from these “exceptional responders”?

BY GARETH COOK MAY 12, 2016




