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FLAURA: Overall Survival

Median Overall Survival

Hazard ratio, 0.80 (95.05% Cl, 0.64—1.00)
P=0.046

Osimertinib

(95% CI)
mo

38.6 (34.5-41.8)
31.8 (26.6-36.0)

Comparator EGFR-TKI
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0.0 T T T
0 3 6 9
No. at Risk
Osimertinib 279 276 270 254
Comparator EGFR-TKI 277 263 252 239

12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months since Randomization

245 236 217 204 193 180 166 153 138 123 8 50 17 2
219 205 182 165 148 138 131 121 110 101 72 40 17 2

Ramalingam SS et al. N Engl J Med 2020;382:41-50
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FLAURA: Subgroup Analyses

Subgroup No. of Patients Hazard Ratio (95% Cl)
Overall 556 —e—{ 0.79 (0.63-0.98)
Sex E

Male 206 ——i 0.79 (0.55-1.14)

Female 350 cea 0.79 (0.60-1.04)
Age i

<65 yr 298 e 0.72 (0.54-0.97)

=65 yr 258 — 0.87 (0.63-1.22)
Race E

Asian 347 —e— 1.00 (0.75-1.32)

Non-Asian 209 —— 0.54 (0.38-0.77)
Smoking history :

Yes 199 — 0.70 (0.49-1.00)

No 357 —ots 0.85 (0.64-1.12)
CNS metastases at trial entry E

Yes 116 ——— 0.83 (0.53-1.30)

No 440 —— 0.79 (0.61-1.01)
WHO performance status i

0 228 — 0.93 (0.63-1.37)

1 327 —e—i 0.70 (0.54-0.91)
EGFR mutation at randomization ;

Exon 19 deletion 349 —— | 0.68 (0.51-0.90)

L858R 207 '—OK—' 1.00 (0.71-1.40)
EGFR mutation detected by DNA in blood ;

Positive 359 —e— 0.77 (0.60-0.99)

Negative 124 = —— 0.72 (0.37-1.36)
Centrally confirmed EGFR mutation E

Positive 500 —e—i, 0.75 (0.60-0.95)

Negative 6 E NC (NC-NC)

O.|10 O!Z Of3 0!4 056 1!0 210 1(;.0
Osimertinib Better Comparator EGFR-TKI
i ™ T NEW ENGLAND
Ramalingam SS et al. N Engl J Med 2020;382:41-50 JOURNAL of MEDICINE
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ESTABLISHED IN 1812 NOVEMBER 23, 2023 VOL. 389 NO. 21

Osimertinib with or without Chemotherapy in EGFR-Mutated
Advanced NSCLC

D. Planchard, P.A. Janne, Y. Cheng, J.C.-H. Yang, N. Yanagitani, S.-W. Kim, S. Sugawara, Y. Yu, Y. Fan, S.L. Geater,
K. Laktionov, C.K. Lee, N. Valdiviezo, S. Ahmed, J.-M. Maurel, I. Andrasina, J. Goldman, D. Ghiorghiu,
Y. Rukazenkov, A. Todd, and K. Kobayashi, for the FLAURA2 Investigators®
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FLAURA-2: PFS

A Progression-free Survival According to Investigator Assessment (full analysis set)

Median (95% Cl)
mo

Osimertinib+ Platinum—Pemetrexed 25.5 (24.7-NC)
Osimertinib 16.7 (14.1-21.3)
difference, 8.8 mo

Hazard ratio for disease progression or death,
0.62 (95% Cl, 0.49-0.79); P<0.001

57% Osimertinib+
: platinum—pemetrexed
Osimertinib

B 104

g 094
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o 0.84
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R 017

K 0.0
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No. at Risk
Osimertinib+ 279 254

platinum-—
pemetrexed

Osimertinib 278 246

|
|
|
I
|
|
|
I
I

T T T T T T T 1
6 9 12 15 18 21 24 27 30 33 36

Months since Randomization

241 225 207 187 165 133 84 42 21 3 0

227 203 178 148 119 94 67 48 21 1 0

Planchard D et al. N Engl J Med 2023;389:1935-1948.
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FLAURA-2: CNS EFFICACY

C Progression-free Survival among Patients with CNS Metastases at Baseline D Progression-free Survival among Patients without CNS Metastases at Baseline
Median (95% ClI) Median (95% Cl)
mo mo
Osimertinib+Platinum—Pemetrexed 24.9 (22.0-NC) Osimertinib+Platinum—Pemetrexed 27.6 (24.7-NC)
S 1.0+ Osimertinib 13.8 (11.0-16.7) S 1.0 Osimertinib 21.0 (16.7-30.5)
S 0.9 Hazard ratio for disease progression or death, S 0.9 Hazard ratio for disease progression or death,
a 0.47 (95% Cl, 0.33-0.66) a 0.75 (95% Cl, 0.55-1.03)
9 0.8+ 9 0.8+
c..‘é: 0.7 “z 0.7 Osimertinib+
-8 0.6 Osimertinib+ .g 0.6 platinum-pemetrexed
& 054 platinum-pemetrexed & 054 Osimertinib
gb . gn .
S 04 Osimertinib S 0.4+
o o
% 0.3 %5 0.3
2 0.2- £ 0.2
| 0.14 S 0.1-
2 2
E 0.0 T T T T T T T T T T T 1 E 0.0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Osimertinib+ 116 101 98 93 84 77 70 58 34 19 8 2 0 Osimertinib+ 163 153 143 132 123 110 95 75 50 23 13 1 0
platinum— platinum—
pemetrexed pemetrexed
Osimertinib 110 95 84 73 60 50 37 32 21 13 5 1 0 Osimertinib 168 151 143 130 118 98 82 62 46 35 16 0 0

The NEW ENGLAND
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FLAURA-2: Subgroup Analyses, PFS

Osimertinib+ Hazard Ratio for Disease Progression
Subgroup Platinum-Pemetrexed  Osimertinib or Death (95% Cl)
no. of events/no. of patients
Overall !
Stratified log-rank analysis 120/279 166/278 b E 0.62 (0.49-0.79)
Unadjusted Cox proportional-hazards analysis 120/279 166/278 — 0.62 (0.49-0.78)
Sex E
Male 51/106 73/109 —_— 0.54 (0.37-0.77)
Female 69/173 93/169 —— 0.67 (0.49-0.92)
Race i
Asian Chinese 26/71 43/69 —_— E 0.49 (0.30-0.81)
Asian non-Chinese 54/107 65/107 — 0.76 (0.53-1.09)
Non-Asian 40/101 58/102 — 0.55 (0.37-0.83)
Method used for tissue testing i
Central 52/121 67/119 e 0.73 (0.51-1.05)
Local 68/158 99/159 — 0.55 (0.40-0.74)
Age at screening E
<65 yr 73/174 97/166 —— 0.59 (0.44-0.80)
65 yr 47/105 69/112 e 0.68 (0.47-0.98)
History of smoking :
Yes 43/91 57/97 e 0.63 (0.42-0.94)
No 77/188 109/181 i 0.61 (0.46-0.82)
EGFR mutation at randomization :
Exon 19 deletion 65/172 94/169 —a— 0.60 (0.44-9.83)
L858R mutation 55/106 70/107 —_— E 0.63 (0.44-9.90)
performance-status score i
0 48/101 57/102 — 0.79 (0.54-1.16)
1 72/178 109/176 — ! 0.53 (0.39-0.72)
CNS metastases at baseline E
Yes 52/116 79/110 — ! 0.47 (0.33-0.66)
No 68/163 87/168 ] 0.75 (0.55-1.03)
0?1 0?5 lfO 2?0
Osimertinib+ Platinum-Pemetrexed Better Osimertinib Better
The NEW ENGLAND
Planchard D et al. N Engl J Med 2023;389:1935-1948. ¥ JOURNAL . MEDICINE
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FLAURA-2: Adverse Events

Table 3. Adverse Events.*
Osimertinib + Platinum—-Pemetrexed Osimertinib Monotherapy
Event pr— (N=276) pr— pr— (N=275) pr—
Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Any Grade Grade 1 Grade 2 Grade 3 Grade 4
Anemia 128 (46) 30 (11) 43 (16) 55 (20) 0 22 (8) 15 (5) 6 (2) 1(<1) 0
Diarrhea 120 (43) 83 (30) 29 (11) 8 (3) 0 112 (41) 89 (32) 22 (8) 1(<1) 0
Nausea 119 (43) 81 (29) 34 (12) 4(1) 0 28 (10) 22 (8) 6 (2) 0 0
Decreased appetite 85 (31) 49 (18) 28 (10) 8(3) 0 26 (9) 18 (7) 6(2) 2(1) 0
Constipation 81 (29) 60 (22) 20 (7) 1(<1) 0 28 (10) 23 (8) 5(2) 0 0
Rash 77 (28) 55 (20) 21 (8) 1(<1) 0 57 (21) 46 (17) 11 (4) 0 0
Fatigue 76 (28) 45 (16) 23 (8) 8 (3) 0 26 (9) 24 (9) 1(<1) 1(<1) 0
Vomiting 73 (26) 50 (18) 20 (7) 3(1) 0 17 (6) 13 (5) 4(1) 0 0
Stomatitis 68 (25) 40 (14) 27 (10) 1(<1) 0 50 (18) 32 (12) 17 (6) 1(<1) 0
Neutropenia 68 (25) 4(1) 27 (10) 30 (11) 70) 9(3) 3(1) 4(1) 2 (1) 0
Paronychia 65 (24) 28 (10) 35 (13) 2(1) 0 73 (27) 37 (13) 35 (13) 1(<1) 0
Neutrophil count 62 (22) 5(2) 26 (9) 25 (9) 6(2) 16 (6) 6 (2) 8(3) 2(1) 0
decrease
Covid-197 57 (21) 23 (8) 31 (11) 2(1) 0 39 (14) 18 (7) 21 (8) 0 0
ALT increase 56 (20) 36 (13) 16 (6) 4(1) 0 21 (8) 17 (6) 3(1) 1(<1) 0
Platelet count decrease 51 (18) 19 (7) 11 (4) 18 (7) 3(1) 19 (7) 18 (7) 1(<1) 0 0
Thrombocytopenia 51 (18) 19 (7) 13 (5) 16 (6) 3(1) 12 (4) 6 (2) 3 (1) 3(1) 0
Dry skin 50 (18) 43 (16) 7(3) 0 0 66 (24) 62 (23) 4(1) 0 0
AST increase 48 (17) 42 (15) 5(2) 1(<1) 0 13 (5) 12 (4) 0 1(<1) 0
Blood creatinine increase 46 (17) 33 (12) 13 (5) 0 0 12 (4) 10 (4) 2(1) 0 0
White-cell count 44 (16) 7(3) 28 (10) 8 (3) 1(<1) 18 (7) 9 (3) 8 (3) 1 (<) 0
decrease
Peripheral edema 42 (15) 33 (12) 9(3) 0 0 12 (4) 9 (3) 3 (1) 0 0

* Safety analyses included all‘;e patients w'o received at least one dose offtrial treatment{safety analysis $gt), according b the treatment received. Each gatient has beer represented
only with the maximum repol n Terminology Criteria for Adver for each preferrew. are adverse events from any cawpreferred term
that were reported in at least 15% of patients in either group. Adverse events with an onset date on or after the date of first dose and up to and including 28 days after the discontinua-

tion of treatment but before the start of a subsequent anticancer therapy are reported. ALT denotes alanine aminotransferase, and AST aspartate aminotransferase.
1 One patient in the group that received osimertinib plus platinum-pemetrexed died from coronavirus disease 2019 (Covid-19). r -
f One p group plus p P ( ) The NEW ENGLAND

Planchard D et al. N Engl J Med 2023;389:1935-1948. : JOURNAL of MEDICINE
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FLAURA-2: PFS2

CONSISTENT BENEFITS WERE SEEN FOR FLAURAZ
POST-PROGRESSION OUTCOMES

Endpoint HR 95% CI

PFS per investigator assessment’ —e— : 0.62 0.49,0.79
|

TFST —— | 0.73 0.5, 0.94
I

PF52 ——l 0.70 0.52, 0.93
I
|

TSST —— | 0.69 0.51, 0.93
I

First interim OS M — 0.90 0.65, 1.24
I
|

Second Interim OS* ——| 0.75 0.57, 0.97

*
0.1 0.5 1 2
HR (85% C1)
* Favours osi + CTx  Favours osi mono .._
Valdiviezo N, et al, European Lung Cancer Congress 2024
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FLAURA-2: Post Progression

CHEMOTHERAPY WAS THE MOST COMMON
FIRST SUBSEQUENT TREATMENT

Patients (%)

Patient disposition

B Recsived second-line therapy
[l Mo subsequent treatment

[l Still on study treatment

Cnid not receive study treatment
(osi + CTx, n=2; osi mono, n=d4)

Second-line therapies
Citier

. Cieimertinib + targeted agent [ investigationsal drug
(no chemaotherapy)

[l EGFR-TKI (other than osimertinib), monotherapy
or combination

. Platinum-based chematherapy
B ton-platinum-based chematharapy

Osi+ CTx (n=279) Received second-line Osi mono (n=278) Received second-line
therapy (n=57) therapy (n=91)

Valdiviezo N, et al, European Lung Cancer Congress 2024
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FLAURA-2: 2"d |nterim OS Analysis
SECOND INTERIM OVERALL SURVIVAL ANALYSIS

0S: HR=0.75 (95% CI 0.57, 0.97); p=0.02801 Median OS, months (95% CI)
- Osi + CTx NR (38.0, NC)

1.0 929 = Osi mono 36.7 (33.2, NC)
Overall maturity: 41%
80% Median follow-up for OS, months (range):
0.8 — Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3)
(7} Osimertinib monotherapy, 30.5 (0.1-43.0)
% 724 64%%
= 0.6 = i i
B E
Ré 21 e
E 0.4 5 i i
0.2 -
0 | ) ) ) T T T | | | i | | |
1] 3 (5] g 12 15 18 21 24 27 30 33 36 349 42 45
No. at risk: Time from randomisation (months)
B 2 267 258 253 245 240 236 226 218 190 168 121 7 3 5 0
. 278 267 260 257 251 244 228 213 195 170 142 102 64 34 7 a0

Valdiviezo N, et al, European Lung Cancer Congress 2024
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FLAURA-2: PFS and plasma EGFR

PFS improved with osimertinib plus chemotherapy in patients
with baseline-detected plasma EGFRm versus osimertinib alone

PFS in patients with baseline-detected plasma EGFRm PFS in patients with baseline non-detected plasma EGFRm
Median PFS, months (85% Cl) Median PFS, months (85% CI)
1.0 5 == Osimertinib + CTx (n=147) 24.8 (19.6, 27.0) 10 === « = Osimertinib + CTx (n=65 333 (238, NC)
= Osimertinit mono (n=161) 1391386, 16.6) i, 1_ 30.3 (25.0, NC)
0.5 - HR (85% CI) 060 (0.45, 0.80) 0.8 - T _ . HR(35% CI) 0.93 (051, 1.72)
o W -
(' L
o o L = =,
‘s 0.6+ T 054 -
o e = - -
= = |
€ 04- 8 04+ I
=] £ |
4 -
o o |
0.2 0.2 |
I
[
D ] L] LI L] L] 1 ﬂ L] | L] L L L}
0 L] 12 18 24 30 36 0 B 12 18 24 30 36
Time from randomization (months) Time from randomization (months)
Mo. at risk: Mo. at risk:
— 147 122 101 78 38 15 0 == g& 60 56 4= 25 5 0
- {H1 128 96 56 3 13 0 48 41 34 30 21 7 0

Baseline-detected plasma EGFRm was prognostic and may select for a higher degree of clinical benefit
with osimertinib plus chemotherapy versus osimertinib alone

Janne P, et al, European Lung Cancer Congress 2024
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Challenges: Higher Risk Populations

Differences between mutations:
L858R: Relatively shorter overall survival
FLAURA: OS Hazard Ratio 1.0 (vs 0.68 for Exon 19 del)

Real-World Analysis, Netherlands:

Median OS Exon 19 del: 28.4 mo;

Median OS L858R: 17.7 mo
(p<0.001)1

FLAURAZ2:

Median PFS for L858R with Chemotherapy + Osimertinib: 24.7 months

- vs 13.9 months with osimertinib alone
(Exon 19 del: Median PFS 27.9 months vs 19.4 months)

Ramalingam SS et al. N Engl J Med 2020; Gijtenbeek R GP, et al Lancet Regional Health 2023; Planchard D et al. N Engl J Med 2023
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Impact of Comutations:

Or, What Selected Gene Testing Doesn’t Tell You

« TP53 comutation
Associated with shorter PFS, OS on TKis
Regardless of depth of initial radiographic response
« Others associated with shorter duration of disease control
MET alterations
APC
ERBB4
KEAP1
DNMT3A

1. Vokes NI et al, J Thoracic Oncol 2022

2
2
(9)
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Impact of Comutations: It Gets Worse--

e RB1loss
Associated with small cell transformation

« Co-occurring TP53 mutation and RB1 loss'-2
Shortest disease control
High rates of small cell transformation

« Analysis from MSK-IMPACT, 863 patients:

Time to TKI Overall Survival Small Cell
Discontinuation (Months) Transformation
(Months)
EGFR m 36.6 56.4
EGFRmM/TP53m 12.3 40.8
EGFRmM/TP53m/ 9.5 29.1 18%
RB1 loss

1. Vokes NI et al, J Thoracic Oncol 2022 2. Offin M, et al J Thoracic Oncol 2019
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Selecting the “Best Regimen”?

« Efficacy

« Toxicity

* Quality of Life

 Higher Risk Disease
— Comutations

— Patients with detectable ctDNA at baseline

->No information about comutations in FLAURA2
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Take Home Points

* First-line therapy, advanced EGFR L858R or Exon 19 del:

FDA Approvals for both single-agent Osimertinib and Osimertinib with
chemotherapy

Although improved PFS with Chemo/Osimertinib, Overall Survival data still pending
» Selection will be individualized
 Options will increase as further front-line combination studies mature:

VEGF inhibition?

Bispecific antibody combinations?
Antibody drug conjugates?
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