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Tan et al, JCO 2022; 40611-625.
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Tissue Biopsy Specimens quu"ld. Biopsy
Variant Type Specimens
IHC FISH 1 PCR2 NGS?3 PCR 2 NGS 2
EGFR mutations (sensitizing and T790M) — — oo oo oo’ oo
Established ALK ﬁlsio‘ns 5 oo o ° oo . oo
Targets ROS1 fusions S oo ° IS . oo
NTRK fusions S oo . oe — °
BRAF mutations o6 J— oo 'Y oo Y
EGEFR exon 20 insertions — — ° oo . oo
EGFR resistance mutations (excluding T790M) — — oo oo oo oo
MET exon 14 skipping mutations — — e o ° ™
KRAS G12C mutation —_ — oo oo e oo
HER?2 mutations — — oo oo . o
U,II,’ datt:d RET fusions — oo . S . °
I z;rg? MET amplification -7 oo — .o — .
nclusion ALK mutations —_ — ' ) . oo
ROS1 mutations —_ — oo oo ™ oe
BRAF fusions — oo — ) — .
MET fusions — oo — oo — °
NRGI fusions 7 Y — e — .

1 FISH using break-apart probes is not informative regarding the specific fusion partner. 2 PCR will not detect unknown or novel fusion partners. For EGFR
exon 20 insertion mutations, PCR only detects a small number of the known insertion mutations. 3 Limitations are capability and sensitivity of NGS assays. 4
ddPCR is a suitable method 5 Oncogenic fusions resulting from gene rearrangements. 6 For V600E variant.7 IHC assays are in development.

*: lower clinical utility. *=: higher clinical utility.
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Exon 19 deletion

Exon 20 Insertion

Exon 19/L858R — 85% -, osimertinib, osi/chemo, Amivantamab/lazertinib
G719X, L861Q, S768I — 8-10% - afatinib, osi (off label)
Exon 20 - 5-7% - Amivantamab/chemo; second line TKIs




EGFR Mutasyonu Pozitif Hastala@smertinib

EGFR T790M Patients (AURA EGFR TKI Naive Patients
3) - at resistance! (FLAURA)

No.of  Median Progression-free Survival

Patients (95%CI)
w310 - mo

T R '::zgl':: & Osimertinib 279 189 (15.2-214)
p Patients gSurvivaI 5 03 Standard EGFR-TKI 277 102 (9.6-11.1)
g o soc @ = Hazard ratio for disease progression or death,
3 mo (95% 0 i 3
g ey v 0.46 (95% Cl,0.37-0.57)
bE Osimertinib _ Osimertinb 279 101 (8.3-12 0w 0,64 P<0.001
ég 0.6 Platinum-pemetrexed 140 4.4 (42-5¢ E’% Osimertinib
gm 0.4+ Hazard ratio for disease progressi “5 U?) 0.4
- or death, 0.30 (95% CI, 0.23-0. z
< P<0.001 E
0 ; 2 024
& Platinum-pemetrexed k|

" 0 Standard EGFR-TKI

I 0 3 b 9 1]2 15 18 < 00 ! J [

1 | I | | |
0 3 6 9 12 15 18 21 24 727
Month

Month

RR: 71% vs. 31%; p < 0.001 RR: 80% vs. 76%; p = 0.24

High rate of CNS activity including in brain metastases and leptomeningeal carcinomatosis

Mok et al. NEJM 2017; Soria et al. NEJM 2018; Goss et al. Ann Oncol 2018; Yang et al. ASCO 2016
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0.3

0.2

0.1

%89

Medyan GS, ay (%95 GA)

N 38.6 (34.5-41.9)
- Osimertinib
- Komparatar EGFR-TKi 31.8 (26.6-36.0)
%14 HR (%95.05 GA) 0.80(0.64, 1.00); p=0.046
N

\_\ Veri kesme tarihinde 556 hastada 321 6liim: %38 veri olgunlugu

%47 Cross

0.0

Risk altindaki hasta sayisi

§ over

r 1. 1 r 1 T 1T 1 1 T 1T 1 T T T I T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Randomizasyondan itibaren gegen siire (ay)

Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
Komparatdr EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

FLAURA veri kesme tarihi: 25 Haziran 2019.

Istatistiksel anlamliik igin, O'Brien-Fleming yaklagimiyla belirlenen 0.0495'en kilgik bir p dederine itiyag duyulmustur.

GA = giiven aralidi: EGFR-TKI = epidermal biiyiime faktdril reseptdrii-tirozin kinaz inhibitdril; HR = tehlike orani; GS = genel sagkalim.

74" Ramalingam SS etal. N EnglJ Med. 2020; 382:41-50.

Table 1. Overall Survival and Continuation of First-Line Trial Drug.*

Osimertinib ~ Comparator EGFR-TKI

Variable (N=279) (N=277)
Overall survival — % (95% Cl)
At 12 mo 39 (85-92) 83 (77-87)
At 24 mo 74 (69-79) 59 (53-65)
At 36 mo 54 (48-60) 44 (38-50)
Patients continuing to receive first-
line trial drug — no. (%)
At 12 mo 194 (70) 131 (47)
At 24 mo 118 (42) 45 (16)
At 36 mo 78 (28) 26 (9)

* In the comparator group, patients received one of two tyrosine kinase inhibi-
tors of epidermal growth factor receptor (EGFR-TKI): gefitinib or erlotinib.
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No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 50 17 2 O
Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0




Lazertinib

Treatment =+ Lazertinib =+ Gefitinib

C

PFS, months

Events  Median (95% ClI)

Lazertinib (n=39) 21 20.7 (14.8-26.1)
Gefitinib (n = 31) 28 9.5 (6.7-10.9)

HR, 0.33 (95% Cl: 0.18-0.58)
p<0.001

PFS, months
Events Median (95% Cl)
1.0 Lazertinib (n =129) 69 20.6 (16.7-26.1) 1.0
Gefitinib (n=129) 102 9.7 (8.3-12.3)
0.8 HR, 0.46 (95% CI: 0.34-0.63) 0.8
w < 0.001 4]
& g &
S 0.6 1] 0.6
I e o e R
g 04 g 04
£ £
£ £
0.2 0.2-
0 T T T T T T T T T | 0
0 3 6 9 12 15 18 21 24 27 30 0
Time from randomization (months)
No. at risk No. at risk
Lazertinb 129 117 109 98 87 77 57 29 15 1 0 Lazertinib 39
Gefitinib 129 117 91 72 53 40 26 13 7 0 0 Gefitinib 31

9 12 15 18 21 24 27
Time from randomization (months)
37 34 32 27 23 18 10 4 0
27 22 16 9 7 5 1 0 0



Rilertinib

IRC-assessed median PFS was significantly longer in the rilertinib group
than the gefitinib group, with values of 19.3 months (15.2-22.3) versus 9.8
months (7.1-12.6), respectively (HR, 0.46; 95% CI, 0.33-0.65; P < 0.0001)

IRC-assessed median DoR was significantly longer in the rilertinib group
than the gefitinib group, with values of 20.7 months (14.0-23.4) versus 11.1
months (6.9-12.6), respectively (HR, 0.46; 95% Cl, 0.31-0.68; P <0.0001)

60 -
& 100
T 40
804
204
604
g
0 -
T T T T T T T T T T T T T T -
0 3 6 9 12 15 18 21 24 27 0 kx} k] 39 404
Time Since Random Assignment (months)
No. at nsk 20
Rilertinib 162 142 122 100 82 69 50 Lk} ki) 28 2 7 | 0 =
Gefitinib 83 1l 57 39 32 2] 13 9 7 6 3 3 0 0 ‘
Log-tan
04 "Resa
T

T T T T T T T T T T T T
0 3 6 G 12 15 18 A 24 2 30 k< %
Time Since Random Assignment (months)
No. at risk

Rilertinib 118 109 95 n 63 50 38 29 2 15 6 | 0
Gefitimb 65 58 40 32 23 12 9 7 5 5 3 2 0
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Lazertinib vs Osimertinib in 1L EGFR-mutant
Advanced NSCLC: A Randomized, Double-blind,
Exploratory Analysis From MARIPOSA

Se-Hoon Lee!, Byoung Chul Cho?, Hidetoshi Hayashi®, Enriqueta Felip?, Alexander | Spira%, Nicolas Girard®,
Yu Jung Kim?, Yuriy Ostapenko®, Pongwut Danchaivijitr®, Baogang Liu'®, Adlinda Alip'", Ernesto Korbenfeld'?,
Josiane Mouréo Dias'?, Ki Hyeong Lee', Hailin Xiong'®, Soon Hin How'8, Ying Cheng'’, Gee-Chen Chang'é,
James Chih-Hsin Yang'?, Benjamin Besse?°, Michael Thomas?', Joshua C Curtin?2, Jiarui Zhang??, John Xie??,
Tao Sun?3, Melissa Martinez?3, Seema Sethi??, Roland E Knoblauch??, Elizabeth Fennema?4, Mahesh Daksh?3,
Mariah Ennis?2, Joshua M Baumi?2, Shun Lu?®

"Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea. “Division of Medical Oncology, Yonse: Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea, *Department of Medical Oncology, Kindai Universdy Faculty of
Medicine, Osaka. Japan: “Medical Oncology Servce, Vall § Hebron Institute of Oncology (VIHO), Vall d Hebron Barcelona Hospital Campus, Universitat Autonoma de Barcelona, Barcelona, Spain, *Virginia Cancer Specialists. Fairfax, VA, USA. “institut du Thorax Cune-Montsouns,
Paris, France: Pans Saclay University, UVSQ, Versadies, France; "Seoul National Universty Bundang Hospal, Seoul National University College of Medicine, Seongnam, Republic of Korea, *National Cancer Institute, Kyrv, Ukraime. *Sinraj Hosptal, Mahidol Unmersity Bangkok Not
Campus, Bangkok, Thadand, “Harben Medical University Cancer Hospital, Harbin, China. ""Clincal Oncology Unit, Faculty of Medicine, University of Malaya, Kuala Lumpur, Malaysia. “Brtish Hosprtal of Buenos Awres ~ Central British Hospdal, Buenos Aires, Argentina; “Department
of Medical Oncology, Barrstos Cancer Hospial, S30 Paulo, Brazil, “Medical Department. Chungbuk National University Hospital, Cheongiu, Republic of Korea: "*Huizhou Municipal Central Hospital of Guangdong Province, Huizhou, China, “international Istamic University Malaysia
(IIUM) Medical Specialist Centre, Pahang, Malaysia, "'Jilin Cancer Hospital, Changchun, China. “*Chung Shan Medical Universdty, Chung Shan Medical University Hospial, Taxchung, Tarwan, "*National Tanwan University Cancer Center, Taiper, Tarwan, ®Pans-Saclay University,
Institut Gustave Roussy, Villeps, France. *'Department of Thoracic Oncology, Thoraxkdinik, Heidelberg University Hospital and National Center for Tumor Diseases, NCT Heidelberg, a partnership between DKFZ and Hewdeiberg Unwversity Hospial. Heidelberg. Germany, Transiatonal
Lung Research Center Hewdelderg (TLRC-H), Member of the German Center for Lung Research (DZL), “Janssen Research & Development. Spring House, PA. USA. ®Janssan Research & Development, Ranitan, NJ, USA. *Janssen Research & Development, San Diego, CA, USA
FShangha Lung Cancer Center, Shangha: Chest Hospital, School of Medicine, Shanghas Jiao Tong Uneversity, Shanghai, China

ORR and DoR by BICR

ORR and median DoR were comparable between lazertinib and osimertinib

P=0.57 BICR-assessed
100 [ 1 response, n (%)? Osimertinib (n=429) | Lazertinib (n=216)

85% 83%
80 - S RS (95% CI, 81-88) (95% CI, 77-88)
76% 75%
z CONMTNO NSPORSNN: oune i, 74-80) (95% Cl, 68-80)
2 60 - Best response®
3 CR 15 (4) 9 (4)
€ 40 - PR 335 (81) 168 (79)
o SD 42 (10) 23 (11)
PD 11 (3) 9 (4)
20 A NE 11 (3) 5(2)
) 16.8 mo 16.6 mo
C
NoSGin o (95% Cl, 14.8-18.5)  (95% Cl, 14.8-20.2)
0 Ongoing responses 151 of 314 (48) 77 of 160 (48)

Osimertinib Lazertinib



PFS by BICR (

1L EGF

PFS was comparable between the lazertinib and osimertinib arms
100 - Median PFS
-~ Median follow-up: 22.0 mo (95% CI)
X -
T Lazertinib 18.5 mo (14.8-20.1)
$ 80 Osimertinib 16.6 mo (14.8-18.5)
5 HR, 0.98 (95% Cl, 0.79-1.22); P=0.86
3
® 604
(=]
o
Q.
e I
© 40 | .
o | Lazertinib
g : I — ! Osimertinib
|
g 20 - : :
S ' l
[ I 1
a | |
I [
0 | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
azertinib 216 200 174 157 134 103 83 41 19 6 2 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

« PFS was comparable between lazertinib and osimertinib among prespecified subgroups including Asian race? and EGFR mutation subtype® |
*HR, 1.02 (95% CI, 0.77-1.35). *Exon 19 deletion: HR, 1.03 (95% CI, 0.78-1.37); L858R: HR, 0.91 (95% CI, 0.65-1.28) |



»
PFS by High-risk Subgroups Ly
High-risk features, such as brain metastases, ctDNA shedding, and baseline TP53 co-mutations are B
common in patients with EGFR-mutated NSCLC."-* PFS results in these groups were comparable across arms

With brain metastases? With detectable ctDNA at baseline?® With TP53 co-mutations@?
100 Median follow-up Median PFS 100 Median follow-up Median PFS 100 Median follow-up Median PFS
& 22.0 mo (95% Cl) - 220mo (95% Cl) = 220 mo (95% CI)
e Lazertinib 16.4 mo (12.9-19.4) § Lazertinib 18.4 mo (14.6-20.2) ": Lazertinib 14.6 mo (11.0-19.4)
g 80 Osimertinib  13.0 mo (12.2-16.4) £ 80+ Osimertinib ~ 14.8 mo (12.9-16.6) g 804 Osimertinib 129 mo (11.1-14.7)
§ [HR, 0.90 (85% Cl, 0.65-1.25); P=0.54 § [HR, 0.88 (95% Cl, 0.66-1.17); P=0.38]  § [HR, 0.85 (95% Cl, 0.58-1.23); P=0.38]
[ w "
§ 60 g 60 - § 60
g 3 g
Q Q Q
£ 40 & 404 - § 40
g Osimertinib % Lazertinib g Lazertinib
% 20 ‘3 20 Osimertinib g 20 . e
S Lazertinib 2 8 Osimertinib
e ¢ a
0 1 T T 1 1 1] i 1 | 1] 1 0 1 1 1 1 1 1 1 1 1 1 1 0 ] 1 1 1 1 1 1 1 | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 271 30 33
Months Months Months
No. at nisk No. at risk No. at risk
Lazetinb 86 80 72 62 52 v 28 12 5 1 0 0 Lazerinib 115 107 963 82 70 52 40 21 12 4 1 0 Lazertinb 62 57 47 &« 3 25 19 9 5 2 0
172 164 146 126 95 64 47 21 " 6 1 0 274 257 224 202 161 118 93 2 N 19 6 0 144 132 16 101 76 49 u 1] 7 2

PFS was comparable for patients without a history of brain metastases (lazertinib: n=130, osimertinib: n=257; HR, 1.01 [95% CI, 0.75-1.35]), without detectable ctDNA at baseline (lazertinib: n=31, osimertinib: n=42; HR, 1.32 [95% CI, 0.99-1.75]), and for patients with
wild-type TP53 (lazertinib: n=84, osimertinib: n=172; HR, 0.95 [95% CI, 0.71-1.26]). *Pathogenic alterations were detected with the Guardant Health G360% panel

Cl, confidence interval, ctDNA, circulating tumor DNA, EGFR, epidermal growth factor receplor, HR, hazard ratio, PFS, progression-free survival, NSCLC, non-small cell lung cancer
1. Gray JE, et al. Clin Cancer Res, 2023,29(17).:3340-3351. 2. Ma 8, et al. Transl Lung Cancer Res. 2021;10(1):326-339. 3. Takeyasu Y, et al. JTO Ciin Res Rep. 2024,5(2):100636. 4. Sona JC, et al. N Engl J Med. 2018,378(2):113-125




Interim OS 5\3

MARIPOS
1L EGFR+ NS!

Early data demonstrated comparable survival outcomes between lazertinib and osimertinib
Median OS
Median follow-up: 22.0 mo (95% CI)
o Lazertinib NE (NE-NE)
_ Osimertinib NE (NE-NE)
£ g- HR, 1.00 (95% Cl, 0.73-1.38); P=1.00
o
g Lazertinib
g 60 - Osimertinib
1]
0
©
JO: 40 -
3
2
8
§  20-
[+
0 T T T T T T T l T T l
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
Lazertinib 216 207 201 191 179 164 133 91 55 23 5 0
Osimertinit 429 416 409 395 372 349 280 186 110 54 13 0

0
o
3

Cl, confidence interval, HR, hazard ratio, NE, not estimable; OS, overall survival E
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Rilertinitbvs Osimertinib

Standard EGFR-TKI 277 10.2 (9.6-11.1)
Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)

P<0.001
100 -
1.0+
:
c
80 2 0.8
@
§_
= & o 0.6+
; &S Osimertinib
R Sa 04
=
20 4 E 0-2-
: _— [ Standard EGFR-TKI
o - - : . : : - - ; - o 0.0 T T T T 1 T T T !
0 3 6 9 12 15 18 21 24 27 30 a3 % 3 0 3 6 9 12 15 18 21 24 27
Time Since Random Assignment (months)
No. at nsk MOﬂth
Rilertimb 162 142 122 100 82 () S0 43 M 28 22 7 ] 0 :
Gefitinib 83 7 §7 19 32 pJ] 13 9 7 6 3 3 0 0 No. at RlSk

Osimertinib 279 262 233 210 178 139 71 26 4 0
Standard 277 239 197 152 107 78 37 10 2 0
EGFR-TKI

Anwen Xiong, WCLC 2024 Flaura Soria JC Nejm 2018
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OSIRAM-1 (TORG1833): PFS (Primary Endopoint)

Key patient inclusion criteria

Progression-free survival (%)

Untreated advanced non-Sq NSCLC
harboring EGFR activating mutations
ECOGPSO0, 1

At least 1 measurable target lesion
Absence of symptomatic brain
metastases

Osimertinib monotherapy
(80mg, daily)

Osimertinib (80mg, daily)
+

Ramucirumab (10mg/kg, q2w)

Treatment
until PD
or
unacceptable
toxicity

>

100 — Osi mono Osi + Ram
(n=58) (n=57)
90 — Osi
80 — e Median PFS  24.0 mon. 20.0 mon.
— OSi + Ram (95% CI) (15.8-30.5) (15.9-28.3)
70—
1.054 (0.674-1.648)
60— HR (95% C1) P = 0.4621
50 — Median follow-up 36.0 mon.
40 —
0=
20—
10
0 1 1 I 1 1 1 | | 1 I 1 1 | | 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51



associated with statistically significant improvement in

1.0
0.9 -
0.8 -
0.7 -
0.6 -
0.5+
0.4+

Probability of PFS

0.2 -
0.1+
(0}

FLAURAZ2Z Phase lll study design

Safety run-in period (N=30)
Published in ESMO Open, 20217

Osimei

Patients with untreated locally I
advanced / metastatic EGFRm NSCLC rr q
Stratification by:

Key inclusion criteria:

= Aged =18 years (Japan: =20 years) —

= Pathologically confirmed
non-squamous NSCLC

- Ex19del / L858R (local / central test) test)

- WHOPSO/1

= No prior systemic therapy for advanced

NSCLC

- Stable CNS metastases were allowed*
- Brain scans at baseline (MRI/ CT)

- Race (Chinese Asian / treatments)

non-Chinese Asian /
non-Asian)
= EGFRm (local / central

- WHO PS (0/ 1)

inib 80 mg (QD)
rexed 500 mg/m?
oplatin AUCS5 Maintenance @
latin 75 mg/m? osimertinib 80 mg (QD)
for 4 cycles for + pemetrexed (Q3W)t
tinum-based Follow-up:
= RECIST 1.1 assessment at
6 and 12 weeks, then every I
Randomization 12 weeks until RECIST 1.1
1:1 (N=557) defined radiological disease

Osimertinib 80 mg (QD)

progression or other withdrawal
criteria were met

= Primary endpoint: PFS by investigator assessment per RECIST 1.13§

- Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
- Secondary endpoints: OS, ORR, DoR, DCR, HRQol, safety (AEs by CTCAE v5) and PFS2%

FLAURAZ2: 1L osimertinib plus chemotherapy was

PFS vs. osimertinib monotherapy

Overall maturity: 51%

Median follow-up for PFS*, months (range):

0.3+ Osimertinib + platinum-pemetrexed, 19.5 (0—33.3)

Osimertinib monotherapy, 16.5 (0—33.1)

PFS per investigator!

0

No. at risk:
279
278

21 24 27 30 33

133 84 42 21 3

T T T T T T
3 6 9 12 15 18
Time from randomisation (months)
254 241 225 207 187 165
246 227 203 178 148 119

o4 67 48 21 1

Median PFS, months (95% CI)

Osimertinib + platinum-pemetrexed

Osimertinib monotherapy

25.5 (24.7, NC)
16.7 (14.1, 21.3)

HR (95% ClI)

0.62 (0.49, 0.79); p<0.0001

1.0+
0.9+
0.8+
0.7 -
0.6+
0.5+

PFS per BICR!?

Overall maturity: 43%

Probability of PFS

. 1
gg . Median follow-up for PFS*, months (range): a7% :
0'2 i Osimertinib + platinum-pemetrexed, 19.4 (0—33.2) 1
- Osimertinib monotherapy, 14.6 (0—33.2) 1
0.1+ 1
0 L) L] L L) L] L) L) : L] L L) a
0 3 6 9 12 15 18 21 24 27 30 33 36
. Time from randomisation (months)
No. at risk:
- 279 255 242 223 207 184 158 128 81 39 20 3 (o]
278 247 218 195 169 139 116 88 59 42 18 2 (o]

— tel:279%20254%20241%203%200
rmrc a1, Mmonths (95% Cli)

Osimertinib + platinum-pemetrexed 29.4 (25.1, NC)
Osimertinib monotherapy 19.9 (16.6, 25.3)
HR (95% CI) 0.62 (0.48, 0.80); p=0.0002

Median PFS associated with osimertinib monotherapy was consistent across FLAURAZ2 (16.7 months [95% Cl 14.1, 21.3])

and FLAURA (18.9 months [95% Cl 15.2, 21.4])1.2




With CNS metastases

Median PFS*, months (95% Cl) Ex19del

1.0 5

Median PFS, months (95% Cl)

" 1.0 Osi + CTx 24.9(22.0,NC) " Osi CTx 27.9(25.1,NC)
% 0.8 Osi mono 13.8(11.0, 16.7) % 0.8 Osi mono 19.4(16.5,27.6)
z 0.6 HR (95% CI) 0.47 (0.33, 0.66) z 067 HR (95% Cl) 0.60(0.44,0.83)
5 044 5 04
5 £
& 0.2 1 & 0.2 -
0 L] L] L] 1 L] L] T L] T T T 1 o 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 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomisation (months) No. at risk: Time from randomisation (months)
116 101 98 93 84 77 70 58 34 19 8 0 172 159 150 142 131 120 103 86 53 23 9 3 0
110 95 84 73 60 50 37 32 21 13 5 0 169 152 144 135 117 96 79 63 48 33 16 1 0
w 1.0- Without CNS metastases Median PFS*, months (95% Cl) 1.0 L858R Median PES, months (95% Cl)
% 0.8 - Osi + CTx 27.6(24.7,NC) E 0.8 + Osi+CTx 24.7(19.5, 27.4)
. —
= 0.6 Osi mono 21.0(16.7,30.5) ; 0.6 = Osi mono 13.9(11.1,19.4)
% ’ HR (95% CI) 0.75(0.55, 1.03) =z HR (95% CI) 0.63 (0.44, 0.90)
2 0.4 - © 0.4 - _
g - |
* 024 & 0.2 - S
0 L] L] I I 1 L] L I | | L} 0 L Ll L 1 L) 1 1 I Li I L] 1
0 3 6 9 12 15 18 21 24 27 30 3 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomisation (months) No. at risk: Time from randomisation (months)
- 163 153 143 132 123 110 95 75 50 23 13 o] 106 95 91 83 76 67 62 47 31 19 12 ) 0
168 151 143 130 118 98 82 62 46 35 16 0 107 92 82 68 61 52 40 31 19 15 5 0 0

Planchard, Janne et al., NEJM 2023

I FDA approved in the US Feb 15, 2024 ! I




. dz DN FAQlUSY DSIYVY

OS HR=0.75 (95% CI1 0.57, 0.97); p=0.0280t Median OS, months (95% CI)
— Osimertinib + CTx (n=279) NR (38.0, NC)
36.7 (33.2, NC)

1.0 -MP/ — Osimertinib mono (n=278)
0
Overall maturity: 41%
89% 80% Median follow-up for OS, months (range):

» Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3)
2 72% 64% Osimertinib monotherapy, 30.5 (0.1—43.0)
© 06 A
=
o 50% Rk AN
8 04 -
2
o

0.2 A

0 1 1 1 1 ] 1 || 1 1 1 || 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk: Time from randomization (months)

B 279 267 258 253 245 240 236 226 218 190 169 121 71 31 5 0
B 278 267 260 257 251 244 228 213 195 170 142 102 64 34 7 0

Data cut-off: 08 January 2024. HR was calculated by a stratified log-rank test. Figure from Valdiviezo N, et al. Presented at: ELCC 2024 (40)
TA p-value of <0.000001 was required for statistical significance at this second interim analysis

Valdiviezo N, et al. ESMO Open 2024;9:102583
Cl, confidence interval; CTx, chemotherapy; HR, hazard ratio; mono, monotherapy; NC, not calculable; NR, not reached; OS, overall survival



Percentage of pts (%)

Median total
duration of exposure

1
8;§jnertinib + platinum-pemetrexed (safety analysis set)

45 4
40 1
35 -
30 -
25 -
20 -
15 1
10 A
5

Thrombocytopenia
Haematological toxicities

Neutropenia
Selected non-haematological toxicities

ZEN I Ne PN (E(range 0.7-4.1); 211 pts (76%) completed 4 cycles of platinum-based CTx

SC G COERT A (range 0.7-33.8); median 12 cycles (range 1-48)

Maintenance

In the osi + CTx arm, the onset of 2Grade 3 AEs reduced by ~50% between 0-3 mos (n=135; 49%) and 3-9 mos (n=62; 24%)

I e

Grade 2

Grade 1

Months* 0=3mos 3—9mos >9 mos
(n=276) (n=256) (n=228)

Paronychia Pruritus

Skin and nail toxicities

O AL ) (range 0.1-33.8)
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. . . . . FLAURA2
A Progression-free Survival According to Investigator Assessment (full analysis set) e —— : = .
Median (95% C1) Platinum-Pemetrexed/Osimertinib vs. Osi mono
Osimertinib+ Platinum-Pemetrexed 255 (ZT:—NC) * MPFS 25.5 months (HR vs. Osi, 0.62)’
3 10 Osimertinib dng.uuil—n.s) « mOS (279 interim analysis)3: NR vs 36.7 mos, HR 0.75
2 ifference, 8.8 mo : "
@ g:: Hazard ratio for disease progression or death, 950/0 Confldence lnterval 057—0971 p=00280*)
.ﬁ_ ] 0.62 (95% C1, 0.49-0.79); P<0.001 *Did not reach prespecified level of statistical significance
: 7%  Osimertinib+
- platinum-pemetrexed L. . . .
& g: Osimertinib Toxicities: Myelosuppression, diarrhea, nausea, anorexia, rash
£ o
S 03
g Key Factors:
§ oo B—— - « Requires IV administration q21 days
0 3 6 9 12 15 18 21 24 27 30 33 36 : 2
Monthe s Randomimt « Median pemetrexed exposure was 8.3 months
ontnhs since Kandomization . . . . .
n—  More intracranial CRs and lower risk of intracranial
e, TMEBEERBEBRERE &AL progression with Osi/chemo suggest potential benefit in
pemetrexed patients with CNS disease?.

Osimertinib 278 246 227 203 178 148 119 94 67 48 21 1 0

1. Planchard D, et al, NEJM 2023
2. Planchard D, et al, ESMO 2023
3. Valdiviezo Lama NI, ELCC 2024
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