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Targeted Therapies
Let’s talk about and old friend... EGFR mut
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e Variability of the response...

e Variability of the response duration...
 Some patients do not respond...
 We are not curing anyboy...

e All patients progress...

CAN WE DO IT BETTER?
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Options for 15t Line Treatment of EGFR M+ NSCLC

Strategy Trial Treatment Median PFS, n OS,
months HR (95%CI) months HR (95%CI)

CTONG 091 Erlotinib vs. gefitinib 13.0 vs. 10.4 0.81 (0.62-1.05)
2d orqt ti
EGFR TKlgenera fon LUX-Lung 7 Afatinib vs. gefitinib 11.0 vs. 10.9 0.73 (0.57-0.95) 27.9 vs. 24.5 0.86 (0.66-1.12)
Archer 1050  Dacomitinib vs. gefitinib 14.7 vs. 9.2 0.59 (0.47-0.74) 34.1 vs. 26.8 0.76 (0.58-0.99)
JO25567 Erlotinib + bevacizumab vs. erlotinib 16.0 vs. 9.7 0.54 (0.36-0.79) 47.0 vs. 47.4 0.81 (0.53-1.23)
1% generation EGFRTKI  NEJO26 Erlotinib + bevacizumab vs. erlotinib 16.9 vs. 13.3 0.61 (0.42-0.88) - -
+ Antiangiogenic agents
RELAY Erlotinib+ ramucirumab vs. erlotinib + placebo 19.4 vs. 12.4 0.59 (0.46-0.76) NR vs. NR ge st o
Not mature
EGFR TKI + EGFR MAb IFCT 1503 Afatinib + cetuximab vs. afatinib Stopped for futility (ASCO 2019 #9079)
1% generation EGFRTKI NEJO09 Gefinib + carbo-pemetrexed vs. gefitinib 20.9 vs. 11.2 0.49 (0.39-0.63) 52.2 vs. 38.8 0.60 (0.52-0.93)
+ chemotherapy
Noronha Gefinib + carbo-pemetrexed vs. gefitinib 16 vs. 8 0.51 (0.39, 0.66) NRvs. 17 0.45 (0.31-0.65)
3" generation EGFRTKI  FLAURA Osimertinib vs. gefitinib or erlotinib 18.9 vs. 10.2 0.46 (0.37-0.57) NR vs. NR peslo o
Not mature (ESMO)

Yang JC et al., BJC 2017; Paz-Ares et al., Ann Oncol 2017; Mok et al., JCO 2018; Seto et al., ASCO 2018; Saito et al., Lancet Oncol 2019; Nakagawa et al., ASCO 2019; Nakamura et al., ASCO 2018; Noronha et al., ASCO 2019; Soria et al., NEJM 2018; Cortot, ASCO 2019
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Is time for chemotherapy resurrection?
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OA11.07 — Chemotherapy Plus EGFR-TKI as First-Line Treatment
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welc2019.aslc.com | SWCLCI9

2019 World Conference on Lung Cancer

PFS 0S

2.1 9019 | Rarce <na Conquering Thoracic Cancers Worldwide PG
€ 0. 2019 | Barcelona, spain 32
> 1001 = ACYG (1=40) 100 = ACHG (re0)
‘g 17.5 months (35% C, 15.3-19.7) 32.6 months (95% CI, 26.5-39.8)
¢ 80+ = AC(n=40) g 80 = AC(n=40)
AC+ Gefitinib (n = 40) F 57months (9% 15263 £ 24.3 months (95% CI, 17.7-30.1)
Pemetrexed (500 mg/m2, d1) plus carboplatin 0 = G(n=41) T = G (n=41)
(AUC 5, d1) and gefitinib (250 mg/d, d5-21) and ) g 60 11.9 months (95% CI, 9.1-14.6) 2 601 25,8 months (35% Cl, 21.3-302)
repeated every 4 weeks for up to six cycles, « Primary endpoint: & g
then continued to receive pemetrexed + Progression-free 0 »
combined with gefitinib every 4 weeks survival (PFS) % 401 ‘§' 401
+ Second endpoint: el G o
* Overall survival (OS) a 2 bl
+ Objective response t
rate (ORR) §0|||||||| T T T e T T T
+QOL § 061218 24%% QM 0 6 1218 24 30 36 42 48 5 60
[« salety Months Months
‘ e : very 4 et 5 AC+G vs G: HR=048 (95% Cl, 0.29-0.78, P=0,003) AC+G vs G: HR=0.36 (95% C!, 0.20-0,67, P=0.001)
> Masking: Open Label ACHG v AC: HR=0.16 95% C1, 009029, P0.001) ACHG s AC: HR=046 (95% C1, 024087, P=0.016)
» Efficacy analysis will be performed in intent-to-treat (ITT) population G s AC: HR=0.35 (45% C1 021060, P0.001) Gvs AC: HR=1,03 (85% C1, 0.58-181, P=0.926)

Data cut-off : Oct 1, 2016
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September 7-10, 2019 | Barcelona, Spain

0S

Overall survival

2019 World Conference on Lung Cancer“ L

b

AC + gefitinib vs gefitinib: HR = 0.56, 95%CI: 0.54-0.91, P = 0.02

1.0 1

081

061

041

021

0 1 1 | 1 U

0 12 24 % 48 6 T2 8
Months

== Gefitinib + chemotherapy

37.9 months, 95% CI: 17.3-58.6
== Gefitinib

25.8 months, 95% Cl: 19.2-32.3
== Chemotherapy

24.4 months, 95% Cl: 18.3-30.5

AC+Gefitinib Gefitinib P

2YOSrate  85.0% (34/40) 56.1% (23/41) 0.004

3YOSrate 52.5% (21/40) 24.4% (10/41) 0.009

Data cut-off : Sep 28, 2018

Zhang W, et al. OA 11.07

OS ) =
19 del CNS metastases

HR: 061 (95% C10.30-1.25, P=0.18) HR: 0.17 (05% CI:004-0.68, P=0.013)
_10] = Gefitinib + chemotherapy 3 10 = Gefitinib + chemotherapy
% 08 Gl MR 00 270 manis, 6% CE: 21823

- i

206 _ 206 = Gefnib
%0 4 MBS NAG R ¢ 04 15,5 months, 95% C1: 6.8-24.3
R0
302 g 02

- 0

ke 08 256m 37m 0001
21 1858r No CNS metastases

HR: 0,50 (95% C10.25-1.00, P=0.5) HR: 0,57 (95%C10.32:0.99, P=0.04)
10 = Gefiinb + chemotherapy 10 = Geftinb + chemotherapy
$os R3mons, %%CL278%7  $08 474 months, 5% C 272477
3 = Gefiinb i G
w06 28monts, $HCL 1315 5" 274 monts, 6% CL 23087
704 £04 :
§
g0 § 02

0 L

0 1224 3% 48 60 72
Months

0 124 3% 48 60 72
Months
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15 months recruitment

( \ ! T e e e s d B STX: Investigator
Safety runin (n=30 . '
y ( ) f Randomized Ph Il (n=556)\ Sl
EGFRm (EXIQDE', Osimertinib Sslanils
L858R) locally Cisplatin + Pemetrexed ] "~ - -~
advanced/ Pemetrexed - Osimertini simertini
: X4cycles [jMaintenance CTx x 4 cyclesfll Pemetrexed
metastatic non- (Q21d) (Q21d) maintenance STx:
squamous NSCLC 5 | tigat PFS2
. Osimertinib . - FS RS |_ga or 0S
No prior therapy Carboplatin + [ Osimertinib Choice
for advanced Pemetrexed Pemetrexed Osimertinib
. X 4 cycles maintenance
disease e
WHO PS 0-1
k ) 5 months recruitment

Stratification factors:
1) Central or local method for tissue testing for potential differences in EGFR mutation detection

2) Race Chinese/Asian vs. Non-Chinese/Asian vs. Non-Asian

3) Baseline performance status based on the WHO PS.

Primary Objective

Progression-free survival (PFS) according to RECIST v1.1 by Investigator assessment
Secondary Objectives

Overall survival, Objective response rate, Duration of response

Depth of response, Disease control rate, PFS2, QoL
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- PCO2 - Combining with Chemo: Old School Is New Again (ID 84)
Type: Pro-Con Session | Track: Advanced NSCLC | Presentations: O

Moderators: Julien Mazieres, Javier De Castro Carpeno
Coordinates: 9/09/2019, 14:00 - 15:30, Vienna (2016)

i PCO02.01-TKis Should Be Given as Single Agent
14:00 - 14:20 | Presenting Author(s): Tony Mok

Iy PC02.02 - TKis Should Be Given with Chemo
14:20 - 14:40 | Presenting Author(s): Rafael Rosell
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F
[ASLC 2019 World Conference on Lung Cancer“ o
MATERIAL AND METHOD "‘a— %% | September 7-10, 2019 | Barcelona, Spain L
® Collect specimens of lung adenocarcinoma from patients treated with EGFR TKIs were collected for EGAmUatons) M Cosaimuton  Noncawcl
N=23%0 patients pattern mutation pattern
FR sequencing from June 2005 to July 2018 . el m s %) LY
EG eq g y ,_Iﬁ e ""(::".l'““ (17.“5—:7 4) l27?—:7.‘) m?-:z 3) e
o EGFR mutation analysis by Sanger sequencing. Srch S5k Conc £ W " S i
o Patients’ cinical characteristics, EGFR mutation status, treatment response, progression-free survival 5 “ ::’:5:: ::::: o
9 77.4
(PFS) and overall survival (OS) were analyzed. [ oanoou 3 19 22.%) foase e
N=12 9 71(84.5%) 28 (73.7%)
o Patients harboring tumor with de novo T790M were excluded. 3 13(15.5%) o
g 26 16 (19.0%) 10 (26.3%)
o Definition: P SO v | | W EG K e 2 wonm Jose
» Complex EGFR mutations : two or more concomitant sites of EGFR mutations « npw  wE@m  em
y N 1 2 . Exclude: 3 28(33.3%) 5(13.2%) 0.020
» Complex mutation with “classical mutation pattern” : contain del-19 or L858R Sonbloe sl v N X Apw Bma e
0454
» Complex mutation with “non-classical mutation pattern”: contain neither del-19 nor 3 wmm  sam
EGFRTKI nalysis 0 14 (16.7%) 10 (26.3%)
L858R ':-m| 9 64 (76.2%) 33 (36.8%) -
S 15 12(14.3%) 3 (29%)
10 8 (9.5%) 2 (5.3%)
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000402 - 000 iSO
Classical mutation pattern was associated higher treatment Classical mutation pattern was associated longer OS
response rate and longer PFS of EGFR TKI
Total 122 patients treated with EGFR TKls 97 patients treated with EGFR TKIs as 1*-line treatment
10 « Classical mutation pattern: ~ 24.9 mo. 1.0 < Classical mutation pattern: ~ 24.3 mo.
= E 1 « Classical mutation pattem: 8.3 mo. 0 "I\ * Non-classical mutation pattern: 14.8 mo. - . « Non-classical mutation :a::zm: 12.7 mo.
esponse 2 0 . z = (.
EGFR mutations PR sD PD  Total § « - Non-classical mutation pattern: 6.6 mo % 0.84 p<0.001 S 08 p
g p=0.006 a 3
Classical mutation pattern 66 (78.6%) 4(4.8%) 14(16.7%) 84 2 o %5 0.64 ‘5 0.6
a 2 2
Non-classical mutation % 0. = 044 = 044
i 18(47.4%) 1(26%) 19(50.0%) 38 2 .§ ﬁ
20 0 0.24 2 0.24
Total 84(68.9%) 5(41%) 33(27.0%) 122 g 1ok a
A
p = 0.001 for complex EGFR-mutant patients with classical mutation & 0 12 24 36 48 60 72 84 0.0 T mp— T T T 0.0 T T T T T J
patterns versus non-classical mutation patterns. Months after EGFR TKI treatmnet 0 24 48 72 96 120 144 0 6 12 18 24 30 36
Overall survival (months) Overall survival (months)
0003 8
The PFS of different EGFR TKls in patients with complex EGFR
mutation with and without classical mutation pattern
ﬁ 40 Classical mutation pattern o Non-classical mutation pattern
A 1.0 S
c @ Gefitinib: 10.6 mo. % - Geﬁt_ln_lbt 3.3 mo.
2 081 ® Erlotinib: 8.4 mo. S oal « Erlotinib: 1.3 mo.
s o Afatinib: 9.5 mo. b « Afatinib: 10.5 mo.
3 0,64 p=0.416 § o8 p=0.120
z &
G 0.44 s 0.4
2 2
3 024 = 0,
g 302 » -
o 4 .8 Iniciativa cientifica de: )
o 0. T T T T T T ™ > 00
0 12 24 36 48 60 72 84 e & . o = & o*
Months after EGFR TKI treatmnet
Months after EGFR TKI treatmnet GecCP
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Cohort characteristics

Cohort Diagram ot s
Characteristic Mok |
Noof patients 263 100 1004
808 patients identified with TR R Median PFS: 10 months R Median PFS2: 6 months
EGFR mutations seen at Male ) g0 Median DoT: 12 months g0m Median DoT2: 8 months
DFCI Fece 150(7) 5 g
[ [<]
' Exclusion criteria: s e B 9
Never 183160) 2 2
) . ; ) 2 :
Chart review and targeted poseine T30 ProdkI o o TKH resistance  [Soree L s
. . . |ne N on 13 geletion
NGS sequencing «  Recorts of spscimen ol specimen: ———  specimen: 5w @
| X N=189 N=86 Other (1) 000 000
e ————— .,  Obtainable StageatGagnoss i ] 0 & 0 2 P I
I +  Combination/experimental L 37(14 Time Time
therapy 26 patients with [ ) -
Inclusion criteria: « Notconsented paired pre/post v e 2’
+  Verified targetable EGFR mutation +  No response assessment specimens nef therapy st T ,55 075 ‘
+  Advanced disease treated with it 26 £ Median OS; 34 months
approved EGFR-directed therapy N =539 excluded seand (1) £050
I Third or igher 4 r;u
1 line THI 5025
‘ Erlotinib 255 (94) E
T At 30 0
Fmal cohoﬂ Geftinib, lcotinia ] 000
N = 269 P e 0 2 0 [ % 100 12
Receved 23 ne simertin s4(z) Time
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with shorter OS

&

2

1

‘ -1
'z
'z
. 100

Angificaton

Progression Free Survival
. : 5

Mutation
. Mutation, Amplfication

Mutation, Delgtion, Ampkfcation

Logrrark
p<0.0001

0.2 01

nriched in T70M-  Enriched in T790M+
patients  patients

Vokes N et al. MA09.05

to alterations in MET, post-
tumors are enriched for
erations in cell cycle genes CDKN2A
and BUB1B, with a trend toward
enrichment in cell cycle genes on
pathway analysis.

Co-mutations in TP53 associate with
shorter PFS but not with shorter OS.

Pretreatment TP53 mutation does not
reduce the likelihood of T790M
mutation at time of resistance.

Mutations in additional genes,
including SMARCA4 and CTNNB1, may
also modulate outcome in EGFR
mutant NSCLC patients
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BRAF mutations are associated with increased benefit from Dramatic responses to Immune Checkpoint
PD-1/PD-L1 blockade compared with other oncogenic drivers  Inhibitors in MET exon 14 skipping mutation

in non-small cell lung cancer (METex14mut) Non Small Cell Lung Cancers
S DL T :

Marcelo V. Negrao!, Ferdinandos Skoulidis', Meagan Montesion?, Katja Schuize?, lize Bara®, Vincent Shes MET mutation | expres T 2] Time under ICI fumor
arcelo V. Negrao!, Ferdina oulicis', Meagan Montesion?, Kafja Schulze?, lize Bara®, Vincent Sher?, siopn diagnosis and ICI response
L ) CGDB cohort - Median rwPFS (95% Cl)

MDACC cohort - Median PFS (95% Cl) 0] g e 5,5 months 28 months
— SR VAo ) 34 = BRAF_VBOOE: 878 (7.59 - NA) C.3082+1 G>A  70% 12 months when (ongoing) Complete
sa Clssc EGFR 18m0(122) 3 = BRAF_nonVBA0E: 542 (296 - 18 rechallenging going

q - EGRRexon21:27mo 17138 £ + KRAS:3T1 (329-450) _

< HER-2:19mo(18:2.1) T;w HER?: 302 (181 - NA) B C.3082+1 G>C 20% 10,5 months 23 months Partial

% = KRAS: 28 mo (22-33) 3 EGFR_Classic: 246 (181 -3.12) C.3082 G>A

3 EGFR_Exon20: 368 [227 -7 :

gw . N : ’ C Kras c.34G>A  40% 4,5 months 25 months Complete
: L (minority)

< £

H 8 C.2942- o 42 months :

5 § D 51_2961del 40% 34 months (ongoing) Partial
) §05
°, g E C3082+1G>C 90% 5 months SIS Partial

[ [ = -\_'_‘_‘H_‘_'l_’ (ongoing)

| F NA NA 24 months 2 mo_nths Partial
N E——. (ongoing)
0 ] 12 1% u 30 3 L L 0 2 4 B B 1012141618202 242 2 30 23 ¥ 3 4oy
Time (months) Time (months)
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