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Initial Forays into EGFR Therapy
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Targeting EGFR mutations in NSCLC: a twenty years successful story

EGFR Mutations in Lung Cancer:
Correlation with Clinical
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Spectrum of EGFR mutations in NSCLC
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Phase lll, double-blind, randomized trial in previously untreated EGFR+ Mechanisms of Resistance to First-Line Osimertinib Treatment
advanced NSCLC: osimertinib vs standard of care (SOC) EGFR-TKI Secondary Endooint: Overall Survival
- EGFR mutations: C797X, [ MET and HER2 amplification ]
X HR: 0.80 (9% C1: 0.64, 1) G796X, L792H, G724S, L718X
L * “ P =046
Osimertinib 80 mg tn:::':;m:: ] SOC oral EGFR-TII i = Bypass alterations: KRAS
once dally ey “:'_w:w (gefitini 250 my once dolly o ¢ )
il 260 “ — BRAF, PIK3CA, FGFR
conrk e o o S 3 » \ [Ul*mﬂ resistance ] f :
Patients continuing to receive Owmertinit $OC LGFR-TIO i » Median mmsl’?‘.?! Conparater EZIR.TH
firmt-line trial drug — number (%) {N=279) (N=277) i ( 6345, 41 Oncogenic fusions: ALK, BRAF,
A 12 mo 194 {70) 131 (47 » O":‘;-:rt:: 318(256, 360) RET, MET, ROS1
At 24 mo 118 42| a5 {15) K Identifying genetic
L] . . - [P LU ) T M e - " umn - u - md
Az 36 mo 78 (28) 26(9) x prat EGFR resistance
- similar to the identification of initial Cell cycle gene alterations:

Osimertinib is recommended as first-line therapy in
advanced/metastatic NSCLC with EGFR Exon 19 Deletion or
Exon 21 LBS8R Mutations (category 1, preferred); NCCN

Primary endpoint: Osimertinib showed significantly
longer progression-free survival
18.9 months vs. 10.2 months (HR 0.46; P<0.001)

SOC « Ssandand of Care, PFS « Progresson Free Survwil € « Contidence wnenval, HR « Hazang Ratio, EGFR « Epndermed Geownh Factor Receaton NSCLE « Non-Smak Coll Lurg Concer
Rarvafiagam S5, etal N Engl/ Med, 2020, 382)41-50. Sorla IC, et al N Engl / Med. 2018, 378113325 © 2005 FRIML" Cduravion LLC. AN Ratts Resrves.

driver mutations in NSCLC -

CCND1, CCND2, CCNE1, COK4

could help delay progression and
the need for chemotherapy

| Histologic transformations: SCLC, SCC, EMT |

LOIN = Eptarmal Growth Pecter Recepior; NSCLC = Non-Smad Coll Larg Camcer
Kaia K, ot o, Trwned Lung Cancer Bes. 02411301 177-5182; Feldt 5, et al. Canceys [Basel]. 2023152598,
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Why the need for upfront combinations?

Current SoC: Osimertinib
Early progressors . Few long term responders
e o Osimertinib  54% (48-60)

. «/ S 1GEGFRTKI 44% (38-50)
£ \ ‘\,_\ 3
- ORR 80% i N S FLAURA |
& 3 12.9% remain on osi > 4.5 yrs
5 2 © HRO.80 .
4 — ¥ .. 95.05%(C1,0.64-1.00)
1o IE .. P=0046 T \\;::; N NCCS data
i a3 ““"“m,“"‘" Cempirator EGFRTH) n=506, Stage IV, 2018-2023
821 Osimentinib nim 411.
S = M-S m0S:38.6m -
2 0.8 _\\_\\ I PFS189m EEEEE TR E R E R R EE R R
‘ Morths since Randorisation
0.6 jo

E- s Osimertinib o > < s : E

~5;§ 04 L "“\s.“:" Companst SGFATU 277 261 752 D% 113 3 182 165 148 134 11 21 10 0 7 @ 17 2 0 § n

& Ty |

3 02 ) —— W $ .. ~10% on osimertinib

§ 0 Standard EGFRTKI }— Patient’s continuing to receive 1L drug (%) il N @

o 3 & 9 12 15 18 21 2 22 D UGS Y. 02020 TrTemomsssssosssssssesss
s —m 16 TKI |11 M

No. at Risk 12m
O:mcmmb 279 262 233 210 178 139 71 26 4 0 s years
s«;ng::m 277 239 197 152 107 78 37 10 2 0 24 m 42% 16% Dr Tan Wei Chong, NCCS Data Science Core

36m 28% 9%

Soria et al. NEJM 2018; Ramalingam et al. NEJM 2020; Garassino et al. Lung Cancer 2025
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Strategies to improve first-line treatment (Phase lll trials) Gecp
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* Antiangiogenics + TKI

 NEJO26 Erlotinib + Bevacizumab vs Erlotinib

 ARTEMIS Erlotinib + Bevacizumab vs Erlotinib | Negative Results

* RELAY Erlotinib + Ramucirumab vs. Erlotinib

e BEVERLY Erlotinib + Bevacizumab vs Erlotinib B

e RAMOSE Osimertinib + Ramucirumab vs Osimertinib I PFS (phase Il trial)
« Chemotherapy + TKI

- FLAURA?2 Osimertinib + CHT vs. Osimertinib |
» Bispecific Ab + TKI - Positive Results

* MARIPOSA Amivantamab + Lazertinib vs. Osimertinib
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EGFR MUTATIONS (EX19DEL, L858R): BREAKING THE ESTABLISHED COMFORT ZONE PFS BENEFIT TRANSLATES INTO OS ADVANTAGE

The familiar standard: The challengers: MARIPOSA FLAURA2
Osimertinib Lazertinib + amivantamab Osimertinib + chemotherapy
vs. 1% gen. EGFR-TKI (FLAURA) vs. osimertinib (MARIPOSA) vs. esimertinib (FLAURA2) CaRIE
.{\-\ —— -
Y TR ye—— 3 ! ’ \-\_-'\\ LR—— o
- Motor Pegrresea fes Sorveet ~ ¥ - © ]
- e ——ui— T = | :
2 — g =l E i : -
mPFS 18.9m - o - 2 H
HR 0.46 | — .lgg; REER AR EE AL TR LS | 1 HRO.77 | e
T | E—sassssaia ES — oS N e R : i
"_;?'\'4;_}_.: PFS: HR 0.7 il I e b ooy 30 4% A0 e %4 1M BIN 151 JEE SRR ING BUIALS AT M0 M B 4 7' Dl Aiiial e e ; vt
L - e mmeeneas HR 0.75 i TR
,,.. = wisim 'S g 3.4 PFS: HR 0.62 :
mOS Amivantamab — Lazertinib: NR (95% CI, 42.9-NE) mOS Osimertinib + CTx: 475 (95% Cl, 41.0-NR)
mOS: 38.6m

> Both combinations clearly superior in PFS (primary endpoint) Osimertinib: 36.7 (95% CI, 33.4-41.0) Osimertinib mono: 37.6 (95% Cl, 33.2-43.2)

What is the tradeoff with upfront combination treatment?
IMPROVED EFFICACY COMES AT THE COST OF HIGHER TOXICITY

Osimertinib ‘ Osimertinib-Pemetrexed-carboplatin Amivantamab-Lazertinib
Osimertinib + Osimertinib {Lazertinib + Osimertinib .
] chemotherapy  Amivantamab Study FLAURA FLAURAZ MARIPOSA
SAEs 38% 19% ;49% 33% Efficacy PFS189m PFS255 m AS.9m PFS237m A12 mt
Grade 2 3 tox. 4% 27% 75% 3% 0S386mv3i8m 0S 47.5m v 37.6 m (HR 0.77) 0S Not reached v 36.7 m (HR 0.75)
> s i Side effects Diarrhoes 42% Diarrhoea 46% Diarthoea 32%
mon of Osimertinib: 11% Osimertinib: 6% 33.’“ 14% {8ll grades) Rash 22% Rash 30% Rash 64%
' Paronychia 27% Paronychia 26% Paronychia 69%
; - Neutropenia 4% Neutropenia 25% Infusion related reaction 65%
Most prominent toxicities in FLAURA-2  Most prominent toxicities in MARIPOSA Neutrophil count decreased 7%  Neutrophil count decreased 24% Peripheral edema 38%
chemotherapy-associated: amivantamab-associated: Anaemia 11% Anaemia 48% (G3 20%) Venous thromboembolism 40%
+ Anemia; 46% vs. 8% « Paronychia: 68% va. 28% COCOON Creatinine increase 14% Anaemia 27%
* Diarrhoea: 43% vs. 41% + Infusion-related reaction: 63% vs. 0% PALOMA 3 Supportive care  Emollient cream, steroid Emollient cream, steroid creams Emollient cream, sterold creams
« Nausea: 43% vs. 10% + Rash: 62% vs, 31% creams Cytopenias/ mouthwashes Prophylactic antibiotics, anticoagulation
v ) VTE PROPHYLAXIS o
|+ Pulmonary embolism:  17%vs. 5% Schedule Daily oral tablet Daily oral tablet, Daily oral tablet.
Toxicity management improved by Visit every 2-3 months Iv Infusion once every 3 weeks Infusion/ subcut once per week for first 4
prophylactic skin care, s.c. formulation, anticoagulation weeks, once every 2 weeks thereafter
Financial $ $s $53$

> Are there subgroups that could be spared from toxicity ?
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B Subgroup Analysis of Overall Survival Osimertinib+
Subgroup Platinum-Pemetrexed  Osimestinib Hazard Ratio for Death (95% C1) rer
Amirantima b- TSR no. of events fno. of patients
Subgroup 1 O Hazard Ratio for Death (95% CI) ovenall .
.o/ par¥epnis St:tiﬁ d log-rank analysi 144/279 27 E
Al participants 429 429 .l 0.75 (0.61-0.8 et Llrpad i b —— 0.7 (0.61-0.96)
A eadahcaion 5 Femiy Unadjusted Cax prop i-hazards analyst 144279 171278 —— 0.76 (0.61-0.95)
GEx 735 237 e ) 0,53 (0.40-0,70) ek -
= — — — 111 (034-148) [ Male 65/106 /108 —— | 0.84 (060-1.17)
<7Syr n 376 O-O-Q: 0,75 (0.60-0.93) Fernale /173 99/16% '—-.—': 071 (053-0.96)
o 5T 5T ) 0.79 {0.47-1.33] sy :
Sox ] Asian Chinese wn 35/89 v——-.—-r—o 0.76 (0.43-1,20)
e atiiate " 2 : 0.73 (0.56-035) Asian o Chinese 657107 667107 — 100 (0.72-1.40)
Male i 1% : 0.81 (060-1.09) (Lnon-Asan 45/101 66/102 —e— | 056 (0.39-0.42)
Race E Method used for tissue tesbng v
Asibn 250 251 __._, 0,75 (0.58-0,98) Central 657121 nms v—.-—v—' 08) (0.52-1.14)
NonAsian m 177 —— 0.74 (0.54-1.00) Local /158 98159 —_— 073 (054-0.93)
Weight \ Age :
A0y e 68 ot 0.78 (0.63-0.97) (BT 50/174 95/166 —— ) 071 (053-0.95)
»80 kg 53 61 ——r 0.62 (0.36-1.07) ! 57T o7 087 (0.63-1.22)
ECOG performance-status score H wiory of smoking ;
() L)1 123 =) 0.38 (0.51-1.28) Yes 52/91 6097 — ) 081 (087-1.20)
:‘ .:u.,.,f. 723 260 o-.-ol ) 0.70 (0.55-0.59) sc':': - 92/188 11/183 —— Q.73 (055-0.9)
moking | mutation at crmization V
[ Yes 130 134 | 0.78 (0.55-1.10) on 19 n 78172 95/169 e 076 (0.56-1.02)
No 58 295 —— 0.74 (053-0.95) L8588 mutation 66/106 74107 [ 076 (055-1.07)
History of brain metastases H WHO performance-statiss scon !
:‘u }n 173 —— 0.67 (0.50-0.90) 0 47/101 55/102 ' —o—r 0382 (055-1.20)
(e BT % '-F-‘«—I' 0,82 (062-108) 1 a1/178 116176 —e— 0.7 (056-0.9€)
EGFR mutation ! CNS metastases at baseline 4
5 T 7 757 =) 0.66 (0.50-0.86) Yes 1116 79/110 ——t
(O e b4 ¥ =) 0,90 (0.67-1.21) (e 7;/ - = e
ST L AT b : 1163 92/168 —— | 0.77 (0.57-1.05)
(B 0] 10 100 0.25 0350 1.00 .00
Amb b-Lazertinib Batter Osimertinib Better Osimertinib + Plati P d Better Osimertinib Better
100+ r o r
W TXl+one or more other 100+
50- Ay agents ) W Osimertinib plus targeted
o X, 8 Single TKI slone L 90+ e
| : " o chemothers
80 19 8 W Osimertinib or other o i o -
g third-generation TKls EFIOON O 05-112) 679085 CIEM-1 1 r:: p:m'.n 00K 0MEEACII BT g 204 | | EC::—!;"g!ud m,.:y'b
70 .00 (F9NCIT 52-0 131 053 (991 0.8 T3 07T EWIEMN9E 0758005700 - ot mert)
! W Doublet chematheragy+ R D50 (0% 01 0 10381 000 070 ClOA-0 et:. E 704 i‘ "“:"’;r";:l"f orin )
g 60+ 10-VEGF inhibitor | THE SEI D3-1AT) 0 B8 (i 0475 0] H combination therapy
W Daublet chemotheragy L] RO ONCIE5)-0 841 00 05%.C1O -0 82 " o) 60+
% 50 Singl hernother, Sewta B8 (965 O 0.66100) 063 %% C10.42.0 04 Lowesiak peenta”; 230% i e “ Z'o:';:‘lmh;um-bnnd
Any ‘lg:;%':: <hlbn: wy Axan 047 (5% O 0.55-081) 078 195% CI 0531084 ! 50 P
a0 Aoy chemo HO-= nivioitor pose 375 VR0 -0 9900550071 017080 F060 -y — S B Platirurn-based
chemo- therapy, W Single-agent o T D3 (9% 1.0 51-038) () B0 5% C1 0440 83 Age B " n 40 chemotherapy
30| therspy. 67 chemotherapy v T ; =T T NS raty o oo gﬂ M Other
56 W VEGF inhibitor alone BT 000 DI D 00) DAT (w010 0] oA (L) o $ 304
204 & Other OV wets. 0 40 JEM0 0533 60 g]:
i DA GONCINIIH0N) S HEREI0 5000 204
104 077 PENCI 0471 100 B menoiasta T | m"mm:”d‘m“;:om“mm
N [ A - SUpES Osimedtin -
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Osimertinib (FLAURA)
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4 Questions

1. Is there still a role for single agent osimertinib?

2. If we opt for combinations: Who should receive it? When is the best time?
Which combination?

\ 3. How do we move forward from here?

\
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Overall Survival in EGFR-Mutant Advanced NSCLC
Treated With First-Line Osimertinib: A Cohort
Study Integrating Clinical and Biomarker Data in
the United States

Joshua K. Sabari, MD,” Helena A. Yu, MD," Parthiv J. Mahadevia, MD, MPH,“

Yanfang Liu, MD, MPH,“ Levon Demirdjian, PhD,“ Yen Hua Chen, MA, BBA,“
Xiayi Wang, PhD,® Antonio Passaro, MD, PhD"*
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“aHR (95%Cl)  pvalue

1.26 (1.07-1.50)  0.007
1.24 (1.05-1.45) 0.011
1.30 (1.06-1.60) 0.011

Risk Factors Prevalenc;

Age > 65y 66%
Brain metastases 36%
TP53 test positive  63%

EGFR L858R" 48% 1.43 (1.22-1.67) <0.001
Liver metastases 15% 1.91 (1.57-2.32) <0.001
ECOGPS > 2 17% 1.78 (1.47-2.16)  <0.001

“Compared with exon 19 deletions.
aHR, adjusted hazard ratio; Cl, confidence interval; ECOG PS, Eastern
Cooperative Oncology Group Performance Score.



BRAIN METATASIS

MARIPOSA
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PFS without and with Cleared EGFRm ctDNA2 at Wk 9 (C3D1)
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DYNAMIC ctDNA
CLEARANCE

+ Osimertinib showed a median PFS of 9.1 mo in patients without cleared EGFRm ctDNA® at Week 9
+ Amivantamab + lazertinib reduced the risk of progression or death by 51% in this subgroup

Without Cleared EGFRm ctDNA® at Week 9 With Cleared EGFRm ctDNA® at Week 9
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1957P : Day-7 ctDNA Response as a Prognostic Marker in EGFR-Mutant NonSmall Lung Cancer (NSCLC)

under Osimertinib: The French Study MELROSE
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What Matters Most to Lung Cancer
Patients? A Qualitative Study in ltaly
and Belgium to Investigate Patient

Preferences

Serona P ", A A *, Serona Over1 ', Hoin Amau'm“ o',
Pacio Guaiddl”, Evelyre Louis”, Mare b e, Krintina N Mu.ahv Smitn$
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Patients’ attitudes and preferences toward delayed
disease progression in the absence of improved survival
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Results: Patients highlighted themes reflecting: 1) positive effects or expected gains from

treatment such as greater life expectancy and maintenance of da|ly functrontng, 2) negative

functioning such as fatigue and 3) unoertarnty regarding the duratuon and type of
treatment effects. These overarching themes were consistent among patients from
Belgium and Italy, suggesting that treatment aspects related to efficacy and safety as
well as the psycholog_;ical impact of lung cancer treatment are common areas of concern
for patients, regardiess of cultural background or country.

Abstract

Background: Cancer patients' attitudes toward progression-free survival (PFS) gains offered by treatment are not well understood,
particularly in the absence of overall survival (OS) gains. The objectives were to describe patients' willingness to accept treatment
that offers PFS gains without OS gains, to compare these findings with treatments offering OS gains, and to qualitatively summarize
patients' reasons for their preferences.

Methods: A multicenter, cross-sectional, convergent mixed-methods study design recruited patients who had received at least 3
months of systemic therapy for incurable solid tumors. A treatment trade-off exercise determined the gains in imaging PFS that
patients require to prefer additional systemic treatment for a scenario of a newly diagnosed, asymptomatic, incurable abdominal
tumor. A qualitative, descriptive, thematic analysis explored factors influencing patients' decisions, and a narrative method inte-
grated the quantitative and qualitative findings.

Results: In total, 100 patients participated (63% were older than 60years of age), If additional treatment with added toxicity offered
no OS advantage, 17% would prefer it for no PFS benefit; 26% for some PFS benefit (range, 3-9 months), whereas 51% would decline it
regardless of PFS benefit, Similarly, 71% preferred additionzl treatment offering a 6-month OS advantage dependent on described
toxicity levels (P = 03). A spectrum of reasons for these preferences reflected the complexity of participants' attitudes and values.

Conclusions: Prolonyuon of nme to pro gre smn was not umvers valued Most pauents did not prefer treatments that negati
affect quality 6TTHIe 1¢ : 3 : VEHGE T =

least 5 years from the diagnosis of cancer. Similarly, patients were willing to
accept a switch in the mode of administration or complete loss of hair to obtain
an increase in survival,

Conclusion: In this study, the proportion of respondents who systematically

preferred survival over all other treatment attributes was particularly high. Age,
objective health literacy and locus of control accounted for heterogeneity in
patients’ preferences. Evidence on how NSCLC patients trade between survival
and other NSCLC attributes can support regulators and other stakeholders on
assessing clinical trial evidence and protocols, based on patients’ conditions and
socio-demographic parameters.
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*  Toxicity profile

*  Intensity of @
necessary monitoring

*  Treatment options for later
lines of therapy

. ) = Accessibility
* Infusion center chair time &:I

*  Reimbursement policies _

«  Drug availability

EGFR = Epidermal Growth Facter Recoptor, ECOG = Eastern Cooperative Ontolagy Group
Saw SP, ot al. Am Soc Clin Oncol Educ Book. 2024,84:0432516.

BALANCING EFFICACY, TOXICITY AND PATIENT FACTORS

Patient preferance

Consider
Osimertinib mono Combination therapy
: E FLAURAZ2, MARIPOSA

+ Good performance state

* No contraindications against
combination therapies

+ Braln metastases or other
clinical risk factors

+ TP53 mutations

+ Baseline EGFRmut in ctDNA

C
co".o‘ bwm“ esQvch
Social factors (caregiver/family

support, transportation) ()
Goals of care

Tumor burden
Sites of metastases 6.%
EGFR subtype
Co-mutations

Symptomatic vs asymptomatic

BALANCING EFFICACY, TOXICITY AND PATIENT FACTORS

Patient preference

Consider
Osimertinib mono 7Y Combination therapy
i ’i FLAURA2, MARIPOSA

« Comorbidities precluding
combination theraples

+« >T75years

* No brain metastases or other
clinical risk factors

* Absence of TP53 mutations

* Lack of baseline EGFRmut in ctDNA
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How to choose the best strategy?

In favour of the combination In favour of the monotherapy

Few comorbidities ECOG Younger @ Many comorbidities
. Good organ function Good PS age Reduced organ function
Pts characterstics

Social difficulties

High volume @
Disease characteristics

CNS +ve

Treatment performance Financial cost Safety

Patient preference
QoL
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Testing for resistance mechanisms and assessing the posible o

- 3 - - - - - - Gecp
therapeutic options available upon progression is critical to define an sl
optimal management approach for patients
Genotype-matched strategies
- o » Mechanism-agnostic strategies
(non-genotype based)
- i -
On-target Bypass pathway On-target + bypass Targeting tumor- Targeting common
inhibition inhibition pathway inhibition associated antigen escape routes
EGFR TKI/mAB Resistance-matched Biespecific mAB/ADC ADCs mAB
agents targeting EGFR + bypass
C797X mut: Gefitinib pathway Datopotomab DXd (TROP2) Ivonescimab (PDL1 + VEGF) +
Gefitinib + Osi CMETamp: _ Savolitinib + Osl Amivantamab (EGFR + cMET) Sacituzumab tirumotecan Chemo
EGFR alt: Necitumumab + Osi Capmatinib + Osi . Patritumab DXd (HER3) Anti PD1/L1 + Antiangiogenic +
4G EGFR TKI Tepotinib + Osi Izalontamab brengitecan (EGFR + Chemo
cMET over-exp: Teliso V +/- Osi HER3)
HERZ2 over-exp: TDM1 + Osi
RAS-MAPK act: Selumetinib + Osi
ALK fusion: Alectinib + Osi
Amivantamab l::tm::\..:
AMFEGFR —/) k\—AnIPMET e O c c:‘n.l'::l:!n?)l:“
c‘.¢ \
Savolitinib
BLU-945 e EGFR MET TROPZ2
‘)D-‘ Crusted gt TMDE L TRoManGus o oom

EGFR
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Navigating patients through tough decisions
' Baseline features On treatment — [ Outcomes J
\J § adaptive features

Current £} Real time feedback
: SGFR S“*:Wl:e 5 Adaptive trials

T menTRes §' Real world evidence
Emerging = Proof of mechanism readouts
* Co-alterations 0C> Osimertinib + Pem-carbo Sur!‘ogate enfipoints

e.g CMET, TP53 E A Patient centric
*  WGD (sub/clonal) o Pem-carbo
- PI/PP/TRU 5 M— AN
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Longitudinal sampling




FINAL COMMENTS ..
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« Therapeutic combinations for advanced EGFR-mutated NSCLC have shown superior
scientific evidence over osimertinib monotherapy, impacting PFS and OS.

« The increased adverse effects with combinations should also be considered.

« Osimertinib monotherapy still has a role in a broad group of patients characterized by:

« Older age * No detectable basal ctDNA
« Poorer functional status * Low tumor volume
* More comorbidities  Social and geographical difficulties

« Absence of p53 and MET ampilification

* |n addition to economic considerations, we must never forget safety, continuous hospital
visits, and consulting patients about their preferences (CLINICAL BENEFIT vs
SCIENTIFIC EVIDENCE)

* In the future, we believe that the determination of biomarkers and dynamic ctDNA will
allow for better therapeutic selection.
U
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» [|nitiation of therapeutic combinations in frontline setting improves PFS and overall
survival in EGFR mutated NSCLC
Osi + Chemo: Median OS: 47,5 m vs. 37,6 m [HR: 0,77 (0,61-0,96) p= 0,02]
Amivantamab + Lazertinib: Median OS: NE vs. 36,7m [HR: 0,75 (0,61-0,92) p= 0,005]

« Osimertinib monotherapy still has its role in a large group of patients

« Real-world studies are needed to assess the beneficial effect of the combinations in
these clinical trials

* Predictive biomarker for this combination treatment will be important

« The patterns of resistance that develop after each régimen may further refine our clinical
decision making and treatment sequening

« First-line treatment selection can be tailored according to clinical characteristics and

shared decision making
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