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Evoluzione delle strategie di trattamento sequenziale

nel NSCLC con mutazione di EGFR: il punto
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Background EGFR TKI

While targeting an oncogenic driver in NSCLC usually leads to robust initial responses, emergence
of resistance is inevitable and limits clinical benefit

EGFR mutated NSCLC
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EGFR TKI vs Chemotherapy

Gefitinib vs

masmondo Carboplatin / Pag

Mitsudomi

OPTIMAL

9.7 vs 5.2

EURIAC (P < .0001)

LUX-Lung 3 platin/pemetrexed 11.1 vs 6.9, (P =.001)
LUX-Lung 6 Cisplatin/Gemcitabine 364 |11.0 vs 5.6, (P <.001)




Acquired resistance to TKI
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Acquired resistance to first and second generation TKIs

No identified

KRAS mutation (~1%) mechanism (~10%)

BRAF mutation (~1%)
EMT (1-2%)
PI3K mutation (2-3%)

MET amplification

(~5%)

EGFR T790M
SCLC . (40-55%)
transformation
(~10%)
ERBB2

amplification (10-15%)

EGFR amplification
concurrent with T790M (~10%)

Other EGFR alterations (~1%)



First line Therapy: Key Recent Trials

* FLAURA

<

« Chemo + EGFR TKI studies

« ARCHER 1050

 EGFR TKI + VEGF mAD studies



ARCHER-PFS (primary endpoint)

Probability of PFS

No. at risk
Dacomitinib

Gefitinib

1.0 ,

0.8

0.6

0.4

0.2

0.0

Daco Gef
(N=227) (N=225)
Number of Events, n 136 179
(%) (59.9%) (79.6%)
14.7 9.2
H 0,
Median PFS (35% C1) (114 16.6) (9.1 11.0)
0.59 (0.47-0.74)
0,
HR95% C1) P<0.0001
0 6 12 18 24 30 36 42
Months
227 154 106 73 20 6 0 0
225 155 69 34 7 1 0 0



ARCHER-OS

+ + + + Censored
HR, 0.760; 95% Cl, 0.582 to 0.993; P = .0438

0S (%)

30 4 Dacomitinib Gefitinib
20 sl (n=227) (n =225)
10 { No. of deaths 103 17
Median (95% CI) OS, months 34.1(29.5t037.7) 26.8 (23.7 1
| | | | I 1 | I
0 6 12 18 24 30 36 42 48
Time (months)
No. at risk:
Dacomitinib 227 206 188 167 138 14 3
Gefitinib 225 213 186 144 113 12

Mok et al . J Clin Oncol, 2018



FLAURA-PFS (primary endpoint)

Median PFS, months (95% Cl)
B - - Osimertinib 18.9 (15.2, 21.4)
g — SoC 10.2 (9.6, 11.1)
o
&
E 0.6 -
% HR 0.46
L)
: (95% Cl 0.37, 0.57)
- 0.4 —
2 p<0.0001
3
2
e 0.2
a
0.0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomisation (months)
Osimertinib 279 262 233 210 178 139 71 26 4 0
soC 277 239 197 152 107 78 37 10 2 0

Ramalingam et al. Presented at :ESMO Congress Sep 8-12,, 2017, Madrid, Spain



FLAURA-OS interim analysis

141 deaths in 556 patients at DCO: 25% maturity; osimertinib: 58 deaths (21%), SoC: 83 deaths (30%)

1.0

0.8

0.6

0.4

Probability of overall survival

0.2

0.0

No. at risk
Osimertinib
SoC

Median overall survival

;| — gsmertlm Not reached
—_—  SoC Not reached

HR 0.63
(95% Cl 0.45, 0.88)
p=0.0068 (NS)*

| | | | | | | |
0 3 6 9 12 15 18 21 24

Time from randomisation (months)

253 243 232 154 87 29
237 218 200 126 64 24

279 276
277 263

269
252

Ramalingam et al. Presented at .ESMO Congress Sep 8-12,, 2017, Madrid, Spain




FLAURA & ARCHER 1050

Progression-Free Survival
Control (1% gen TKI)
Experimental

Overall Survival
Control (1% gen TKI)
Experimental

Experimental Arm G3+ Rash
Experimental Arm G3+ Diarrhea
Experimental Arm Dose Reduction
CNS metastases

FLAURA (osimertinib) ARCHER 1050 (dacomitinib)
HR 0.46 (0.37-0.47) HR 0.59 (0.47-0.74)
Med 10.2 mo Med 9.2 mo
Med 18.9 mo Med 14.7 mo

HR 0.76 (0.58-0.99)
NA Med 46.3 mo
Med 56.2 mo
1% 13.7%
2% 8.4%
4% 66%
Allowed if stable Not allowed

Soria, N Engl ) Med 2018; Wu, Lancet Onc 2017; Mok, J Clin Oncol 2018



First line Therapy: Key Recent Trials

* FLAURA
« ARCHER 1050

« Chemo + EGFR TKI studies «

 EGFR TKI + VEGF mAD studies



Strategy Inversion..

From tailored therapy to....combination Strategy




NEJOO09: Upfront chemotherapy+TKI

Induction Phase Maintenance Phase '™ ]
2 Gefitinib (daily) Gefitinib (daily) ool
Non-squamous NSCLC N Carboplatin + Pemetrexed 60% |
Previously untreated 8 Pl Pemetrexed (q21d) proves
stage B, IV, recurrence — hla (4-6 cycles, q21d) Repeat until PD
20-75 years old z \ 20% -
PS 0-1 E Platinum-based - - ; . -
Positive EGFR mutanon‘ o Gefitinib ( daily) ’ S o 0 12 24 36 48 60
: : 11 Continue until PD
()nly del19 and L858R 'Recommended 100% OS
N=345 by the protocol o |
60%
Gefitinib Carbo/Pem/Gefitinib HR (95% CI)
a0
PFS 1.2 mo 20.9 mo 0.49 (0.39-0.63) o
0S 38.8 mo 52.2. mo 0.70 (0.52-0.93) il

Nakamura, ASCO 2018



Gef vs Gef+C

o
Gef vs Gef + C - Gefitinib 250mg daily

ELIGIBILITY CRITERIA -Pem 500 mg/m? +
« Age > 18 yrs n=1748 Carbo AUC5 Q21d x 4

+ Histologic/ cytologic NSCLC - Pem 500 mg/m?
« Stage IlIB not amenable to Q21d
radical therapy or Stage IV STRATIFY
* First-line palliative intent . E COW(OM v.2) Randomized
« Activating EGFR mutation - 1:1
(exon 19/ 21/ 18) * EGFR mutation Open Label

. ECOGPSOto 2 (exon 19 v. other) _
« Adequate organ function ’ ) - B
* No h/o ILD, radiation G k'

pneumonitis that required
steroids or IPF

{
R

Evaluation: Clinical- Q 3 wks in Gef + C (pre-chemo), Q 2mth (gef); Radiologic-Q 2-3 mnth
Duration of Therapy: until PD, unacceptable toxicity or consent withdrawal.

e JOBASCO




Gef vs Gef+C

Number of Number of Mecian OS (95%Cl)

Number of Median PFS (95%Cl) - s
patien ovel

events

Gefitind 176 80 17 months (13.5 to 20.5) S

Gehtnib 176 138 & months (7.0 to $.0] s %
ey i
EARCH

Gefitin® » 174 a2 NC (NC to NC)

pemetrexed/carbopiatin

Gafitinity + 17 99 16 months (13510 18.5)

pemetrexed/carboplatin

Hazard ratio for death, 045, 95% C1, 031 to 0.65

Hazard ratio for disease peogression or death, 0.51
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First line Therapy: Key Recent Trials

* FLAURA
« ARCHER 1050
« Chemo + EGFR TKI studies

 EGFR TKI + VEGF mAD studies «




RCTs of Erlotinib vs Erlotinib/Bev

Trial
BETA
JO25567
NEJ026
Alliance

Setting
2" line
15t line
15t line
15! line

n
30
150
214
88

Med PFS E
9.8 mo
13.3 mo
13.5mo

Med PFS EB
16.4 mo
16.9 mo
17.5 mo

PFS HR (95% Cl) OS HR (95% Cl)
- 0.44 (0.11-1.67)
0.52 (0.35-0.76)  0.81 (0.53-1.23)
0.65 (0.42-0.88)
0.81 (0.50-1.3) 1.41 (0.71-2.8)

Herbst, Lancet 2011, Seto, Lancet Oncol 2014, Saito, Lancet Oncol 2019;

Furuya, ASCO 2018, Stinchcombe ESMO 2018



RELAY

RELAY: Study Design'-2

Key inclusion criteria
+Stage IV NSCLC

» R
* EGFR mutation-positive
(Ex19del or Ex 21 L858R) A Ramucirmmab 10 mg/kg Qe
N + -
+ECOG PS 0-1 Treatment until
D Erlotinib 150 mg/day ety end Dottt
Phase 3* O progression or LY, RINY PO
Key exclusion criteria N=449 M Progression-Free
-Known EGFR T790M l unacceptable Survival
mutation pa toxicity
*Prior treatment with EGFR E
TKI or chemotherapy 11
*Brain metastases ’
Stratification factors
+ EGFR status (exon 19 deletion vs. exon 21 L858R) ¢ Region (East Asia vs. other)
¢ Sex + EGFR testing method (therascreen®/cobas® vs. other)

3Phase 3 enrollment began after confirmation of dose and schedule in Phase 1b?

1. Garon EB et al Clin Lung Cancer 2017 2. Reck M et al. Clin Lung Cancer 2018

Chinicaltriats gov NCT02411448

s 2099 ASCO #ASCO19 i Prof, Kazuhiko Nakagawa, MD, PhD
ANNUAL MEETING  prebeson vt for rvsae.

Kindal University Faculty of Medicine, Osaka, Japan




RELAY

RELAY Primary Endpoint: PFS (Investigator-Assessed)

1.0
RAM+ERL PBO+ERL

0.9 X\\ n=224 n=225

s T

e “‘“\ Events 122 158
s “‘ﬂ\ﬂ Median, mo 19.4 12.4
= 1 yr PFS rates:
9D 71.9%vs. 50.7% \ (95% ClI) (15.4-21.6) (11.0-13.5)
8 e,
8 o5 =\ HR (95% Cl) 0.591 (0.461, 0.760)
® 04 P-value <0.0001
o ._

03

0.2

0.1

0.0 : : . : : , : :
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients at Risk Time from Randomization (Months)

— RAM+ERL 224 196 170 154 133 103 69 49 32 20 10

— PBO+ERL 225 196 167 136 a9 72 52 a7 27 15 4 4 0

Consistent PFS benefit by independent, blinded central review (HR 0.671,95% CI 0.518 - 0.869; p=0.0022)

nserea s 2019 ASCO




RELAY

RELAY: PFS2 and Interim OS

PFS2 (Investigator-assessed)

RAM+ERL PBO+ERL

N=224 N=225 ;2 |
PFS2 Events, 61 79 0.8
Censoring rate 73% 65% g 2;
Median, mo NR NR E’ o5
HR (95% Cl) 0.690 (0.490, 0.972) » 04
Interim OS Events 37 42 " 03 .
Censoring rate 83% 81% i [
Median' i bl hEs OOO 3 8 9 12 1‘5 1'8 2'1 24 2V7 3.0 3.3 3.8
HR (95% Cl) 0.832 (0.532, 1.303) Time from Randomization (Months)

4
. 14 115 RO 5 15 17 ] 0

PFS2 defined as the time from randomization to 2™ disease progression (defined as objective radiological or symptomatic progression after start of additional systematic
anticancer treatment), or death from any cause, whichever comes first

Kindal University Faculty of Medicine, Osaka, Japan

e 2019 ASCO ' 19 ey e Prof, Kazuhiko Nakagawa, MD, PhD
ANNUAL MEETING st




Optimal sequencing..for the data available now..

Optimal sequencing...
Combination of oral TKI + chemo/ VEGF inhibitor
PD » Oligoprogression ~» Radical therapy

Multiprogression

T790M MET/ PIK3CA/ BRAF ~ No targetable SCLC
mutation |
Osimertinib Clinical trial Non-cross resistant chemo Platinum

+/- VEGF inhibitor

. + etopo
+/- immunotherapy

PR NTED AT 2019 ASCO ,” “,, o (e Stbwr,
ANNUAL MEETING TN ek ed fer Chre




Available sequencing..for now..

National a . . % :
comprehensive NCCN Guidelines Version 5.2019 NQQN‘T{E@%}Dﬁfﬁ
NCCN Bl Non-Small Cell Lung Cancer =

SENSITIZING EGFR MUTATION POSITIVEN?
FIRST-LINE THERAPY™™

Osimertinib"" (category 1) — » See Subsequent

(preferred) Prageassion Therapy (NSCL-20)

EGFR mutation or n

discovered prior to Erlotinib"" (category 1)

first-line systemic . er tinib™" (cat 1)

th atin category

oy or ——— Progression - $ﬁgr2:?7§%%e12‘191

Gefitinib"" (category 1) :
or

Z:;r;:sgldng Dacomitinib"" (category 1)

mutation

positive

Complete planned
systemic therapy,
including maintenance

dEiGFR mut:l';o"i therapy, or interrupt,
scovered during followed by
first-line systemic osimertinib (preferred) —— Progression > ?,‘;’2;3;’7&%‘&?‘20)

See Subsequent
Therapy (NSCL-19)

A\

therapy or erlotinib or
afatinib or gefitinib or }—> Progression
dacomitinib



Available sequencing..for now..

National = = . %
comprehensive NCCN Guidelines Version 5.2019 N_C_,C_N,g’;_u|vde_l_l,l)4eAsA_lr1:J§£:
NCCN ﬁg{‘v‘jg:k. Non-Small Cell Lung Cancer e

SENSITIZING EGFR MUTATION POSITIVEPD SUBSEQUENT THERAPY™M

» Consider definitive local therapy (eg,
Asymptomatic » | SABR or surgery) for limited lesions
* Continue osimertinib

* Consider definitive local therapy

Progression on (eg, SRS) for limited lesions
osimertinib®® Brain * |+ Continue osimertinib
» See NCCN Guidelines for CNS |, Progression, see therapy®s*! for
Cancers multiple lesions, noted below

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

Isolated ___ |+ Continue osimertinib

lesion or

» See subsequent therapy for multiple
lesions, noted below

Symptomatic

Systemic

Multiple See Initial systemic therapy options®st
lesions | Adenocarcinoma (NSCL-28) or
Squamous Cell Carcinoma (NSCL-29)




The future: Acquired resistance to 1L Osimertinib
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Plotrowska, Cancer Disc 2018; Oxnard, JAMA Onc 2018, Ramalingam, J Clin Oncol 2018, Papadimitrakopoulou, ESMO 2018
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Acquired resistance: ASCO 2019 and next Steps

Abstract and Author Session
Acquired Resistance
U3-1402 (HER3 Ab) 9010, Janne Clin Sci Symposium Fri 1P
JNJ-372 (Bi-specific Ab) 9009, Haura Clin Sci Symposium Fri 1P
ABBV-399 + erlotinib in MET+ 3011, Camidge Develop Tx PD Sat 4:30P

Osi + necitumumab 9057, Riess Posters Sunday 8A
Resistance to 15 line osi 9028, Schoenfeld Posters Sunday 8A
* Many new targeted compounds and combinations under study
« SAVANNAH trial (osi/savo), ORCHARD study (multiple arms) coming
« Prospective trial for SCLC transformations coming
« We rapidly need more info on chemo/IO

PRESENTED AT 2019 ASCO ¢ ,, ,_ ihe suther PRESENTED BY: Lecia V., Sequist, MD, MPH @ ,@lociaﬁequist

ANNUAL MEETING



First line Setting: ASCO 2019 and next steps

Abstract and Author Session
Front-Line
Carbo/pem/gefitinib 9001, Noronha Met Orals Monday 8A
RELAY (erlot + ramucirumab) 9000, Nakagawa Met Orals Monday 8A
Osi + bevacizumab 9086, Yu Posters Sunday 8A
Afatinib * cetuximab 9079, Cortot Posters Sunday 8A
Gefitinib + metformin 9035, He Posters Sunday 8A

« ECOG-ACRIN 5182 will look at 15t line osimertinib + bev
« Also important to look at chemotherapy + osimertinib

A phase 1/2 study of csimertinih and bevaclzumab as initlal treatment
for patients with EGFR-mutant lung cancers,

e R T Y TR AT

Osimertinib Plus Chemotheragy for EGFR-Mutant NSCLC at Progression:
Safety Profie and Survivai Analysis

Dackground Study design

Sontot T mest o LAY met bang sesem ol maverd mader o=,




Grazie per ’attenzione!

g.pasquini988@gmail.com



