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Broad Mechanisms of Resistance to EGFR-TKI and Temporal Occurrence
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Who are the bad actors? Co-mutations

S

I Co-occurring RBM10 mutations TTF with NRF2 Activating Genotypes
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Median TTF 4.7 vs 13.0 months
HR =2.8(95% Cl1.1-7.2), p= 0.0014

P53/RB1 mutations 20x transformation to SCLC.

Aredo et al. ASCO 2023. Hellyer et al. CLC 2019.
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Beyond the Usual Suspects: APOBEC Mutagenesis
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« APOBECS3 family of cytosine deaminases has been implicated in some of the most prevalent mutational signatures in cancer
« APOBEC Mutagenesis occurs at a higher frequency in the setting of osimertinib resistance.

* Inhibiting APOBEC3B mutagenesis may delay resistance to targeted therapies

« May contribute to fusion events driving resistance and lineage plasticity

Upregulation of A3B and revealed therapy-induced activation of nuclear factor kappa B (NF-kB) as an inducer of A3B expression.

P. Seleneca et al Ann Oncol. 2022.
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Beyond the Usual Suspects: HIPPO-YAP Pathway and Long-Term Drug
Tolerant Persister Cells

Figure 6
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4 * YAP and its paralog TAZ are transcriptional coactivators and effector proteins of
the Hippo pathway.

« The Hippo pathway is a serine/threonine kinase module that phosphorylates YAP
thereby sequestering of YAP in the cytoplasm, limiting its coactivating
transcriptional function

« TKI activity limited by drug-tolerant persister cells (DTPs) which withstand
treatment and comprise residual disease.

* YAP signature increase in residual disease

« FAK-YAP signaling inhibition combined with TKI suppressed residual drug-
tolerant cells and enhanced tumor responses.

F. Haderk et al. Nature Communications in press.
Reproduced with permission.

IASLC INTERNATIONAL
6 ‘ FOR THE STUDY Speaker: Jonathan W. Riess MD MS @TLCconference #TexasLung24

OF LUNG CANCER

Conquering Thoracic Cancers Woridwide



On-Target - 4" Generation C797S EGFR TKis in the Clinic

BLU-945: Preliminary Efficacy Data BDTX-1535 in Efficacy Evaluable Population
Monotherapy Cohorts, Top Dose Levels
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Adapted from: Mar, B. Presented to EGFR Exon 20 Research Consortium Adapted from Poster at EORTC/AACR/NCI Triple Meeting October 2023

« Tumor heterogeneity post osimertinib resistance and frequency less than T790M are considerations in development
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MET Inhibition - INSIGHT 2: Osimertinib + Tepotinib for MET-amplified
EGFRmM NSCLC MET FISH

Tumor shrinkage (n=98%)
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EGFR + MET TKI Combinations

Osimertinib + Savolitinib for MET+ s/p
Osimertinib

CoC AACR Key Takeaways

B SA]:.IA-IJ:NAI-I\IA E?E-S?chl o i s Deflnltlodn) FISH 57 (62% « Biomarker
FISH MET/CEP7 2+ or MET e c|)m lon ; or screened) or MET CEPT 2+ Definition Of
Ext: [HC 3+ in 50%+: NGS 5X (62% screened) Definition MET-high: IHC _
CNé) ’ Definition MET-high: IHC 90+/FISH 90+/FISH 10+ MET h|gh

10+ (34% screened) ORR 49%, PFS 7.1 mo MET-high
ORR 30% post 37 gen N=14, ORR 57%, 7.4 months * What does that
EGFRTKI ORR 49%, PFS 7.1 mo MET-high mPFS mean in the

ORR 9% if not MET-high Savo alone ORR=13%, mPFS 1.6 )

patient?
 Tumor

Osimertinib + Capmatinib for MET+ s/p ﬁ’éﬁf&“},ﬁ;‘é‘f;g'g" Heterogeneity

Osimertinib and response
GEOMETRY-E Phase lII « Single agent
» . .o s - Lung MAP S1900G .
Randomized osimertinib + capmatinib RandorizedlosmertibEICapmat b MET TKI ||ke|y
+/- ramucirumab unhelpful

vs platinum doublet
NCT 04816214 - study enrollment
terminated

Sequist et al, Lancet Oncology, 2020; Ahn et al, IASLC 2022 EP08.01-140; McCoach et al J Precision Oncol. 2021. Yang et al AACR 2023.
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Other Bypass Tracts That Are Potentially Actionable

Osimertinib + Alectinib Osimertinib + RET TKI in Acquired
ALK Fusions 6 months DoR Resistance Mediated by RET Fusion
Reports
Pralsetinib
B

Osimertinib + Dabrafenib/Trametinib
7-8 months DoR

Osimertinib+Vemurafenib
7+ months DoR

BRAF V60OE

Osimertinib + Trametinib
BRAF Fusions Response, D/c at 5 mo (Tox) Case
Report

Selpercatinib

Reports “
@
i
‘ué) 20 Objective Response n (%) 5 (50%)
= Partial Response* 5 (50%)
Jebb{nk et al. MA02.07. WCLC 2021; Schrock JTO 2018; Offin et al JCP @ 40 Stable Disease 3 (30%)
PI.’eCIS Oncol. 2018, o E Progressive Disease 2 (20%)
Ribero et al, npj precision oncology 2021; Huang et al JTO 2019; Sun et al 2 01 Disease Control Rate n (%) 8 (80%)
Thorac Cancer 2022; Dagogo-Jack et al. JTO. 2019 T ool B Proweane Dcase Median Depth of Response (%) -43%
J. Rotow et al. WCLC 2021 @ B Partial Response * *One partial response unconfirmed

Z. Piotrowska et al. Cancer Discovery 2018. e

One patient with clinical progression without radiographic evaluation not shown
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MARIPOSA-2: Phase 3 Study Design Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy

Serial brain MRIs were required for all patients® reduced the risk of progression or death by 52% and 56%, respectively
Key Eligibility Criteria 5 L Dual primary endpoint of PFS¢ by BICR
+ Locally advanced or 3 Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1: _. 100+ o L
metastatic NSCLC ® (n=263) o ; - § vs Cl cl vs Cl py
- Documented EGFR £ * Ami azertinib-C Py % Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
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« Progressed on or after |_§ Chemotherapy « Amivantamab-Chemotherapy c = F:;Fli,ooééﬁo & .- I-(I:I;\’angfo =
osimertinib monotherapy £ (n=263) vs Chemotherapy ° o ~0.64) (95% CI, .56)
S 7] P<0.001 P<0.001
(as most recent line) - - »
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« ECOGPSOor1 & nu., 60 <
+ Stable brain metastases b Amivantamab-Chemotherapy * Objective response rate (ORR)* °
were allowed; & (n=131) + Duration of response (DoR) a
radiation/definitive therapy ‘o ! 1 (OS) o
was not required (untreated) = verall survival (OS) © 40 4
- osing (in 21-day cycles « Intracranial PFS 2 z Lazertinib-C| apy
Stratification Factors Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then « Time to subsequent thera y‘ 3 :
- Osimertinib line of therapy 1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7) q P! @ i i
: . PFS2)d t 4 ”
(1st vs 2nd) Lazertinib: 240 mg d»aiAly starting after wr\ﬂf\non of carboplatin® PFS after first subsequent therapy (PFS2) 5 20 ! 1 Amivantamab-Chemotherapy
+ Asian race (yes or no) [ at the of every cycle: « Symptomatic PFS¢ ~‘;‘ ! [
« History of brain metastases + Carboplatin: AUCS for the ﬁ‘rst>4 cycles 5 Safety o : :
\ (yes or no) J b 500 mg!/ disease 0 ! !
6

MARIPOSA-2 (ClinicalTrials.gov Identifier. NCT04988295) enroliment period: December 2021 to April 2023; data cut-off: 10-Jul-2023

*Patients who could not have MRI were allowed to have CT scans. o Months
YAl patients randomized before TNov2022 initiated lazertinib on the first day of Cycle 1 (see next siide). Amivantamab-Chemotherapy 131 o9 a9 27 7 0 0
ey statistical assumptions: 600 pafients with 350 events across all 3 ams would provide approximtely 83% and 93% power for ami and ami b Amivantamab-Lazertinib-Chemotherapy 263 104 104 52 21 4 0
respectively, vs chemotherapy to detect a HR of 0.65 using a log-rank test. with an overall two-sided alpha of 0.05 (median PFS of 8.5 months for ining ams vs 5.5 for Chemotherapy 263 135 49 7 s 0 0
Statistical hypothesis testing included PFS, ORR, and then OS.
“These secondary endpoints (fime to subsequent therapy, PFS2, and symptomatic PFS) will be presented af a fuure congress. : f : . . .
ot “ 5 s S i j Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001") & HR, 0.38 (8.3 vs 4.2 mo; P<0.001%) ErEE
0ngress  AUC, area nder the curve; BICR, binded independent cenral review; CT, computed fomegraphy; ECOG PS, Eastem Cooperatve Oncology Group performance status, EGFR, epderal grouth factor ongress . !
M receptor; Ex19del, Exon 19 deletions; HR, hazard ratio; IDMC, independent data monitoring committee; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; PFS, progression-free survival: M; *Amivantamab-lazertinib-chemotherapy arm includes ail patients regardiess of the dosing regimen received. *Nominal P-value; endpoint not part of hierarchical hypothesis testing.
2023 RECIST, Response Evaluation Criteria in Solid Tumors. 2023 BICR, blinded independent centralreview; CI, confidence interval: HR, hazard ratio; PFS, progression-free survival A

Intracranial Progression-free Survival by BICR Early Interim Overall Survival?

Amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy

i i, i e 0, 0, It . .
reduced the risk of intracranial progression or death by 45% and 42%, respectively At time of data cutoff, the median follow-up for the study was 8.7 months VTE=22% in
100 4 i -Cl i Lazertinib-
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‘Amivantamab-Lazertinib-Chemotherapy 263 n 135 74 32 L] 0
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*There were 161 deaths in the study at the bme of the prespecrlied interim S analysis (representing 25% of all randomized pabents and 40% of the 400 projected deaths for the final OS analysis). ‘EI =]

MU"EWSS Median estimates at this time {median follow-up of 8.7 months) are na reliable. 5
G, confidence interval; HR, hazard ratio; OS, overall survivel =
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Passaro et al. Annals of Oncology 2024
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Patritumab deruxtecan in EGFR-mutated NSCLC with PD on Prior EGFR-TKI

Human anti-HER3 IgG1 mAb Deruxtecan

ORR=29.8 (23.9-36.2), mPFS=5.5 (5.1-5.9), mOS=11.9 (11.2-13.1)

o
O« on 7 1000
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Conjugation chemistry S 800 -
Linked to cysteine residues of the antibody £ 800 A

Ex19del

Payload (DXd)
Exatecan derivative

L858R

EGFR-
dependentt

EGFR-
independent

Patients with brain

EGFRTKI
resistance
mechanisms

Unidentified

metastasis at
baseline and no

Intracranial response by CNS

Type of EGFR TKI resistance mechanism

BICR prior radiotherapy

EGFR-dependent, EGFR- Both EGFR-
per CNS RECIST (N=30)2 only independent, only dependent and - None identified
Confirmed ORR (95% Cl), % 33.3 (17.3-52.8) (n=34) (n=81) independent (n=32)  (n=77)

CR, n (9 9 (30.0)° '

PR :((0//: ; ) 23_3)) (CQ%T,Z”C“SdO/?RR 32.4 (17.4-50.5) 27.2 (17.9-38.2) 37.5 (21.1-56.3) 27.3 (17.7-38.6)

SD, n (%)° 13 (43.3) _ _

PD, n (%) 4 (13.3) Tropion-Lung01 — Dato-Dxd vs Docetaxel. AGA mutations HR=0.35.

NE, n (%) 3 (10.0) P. Janne et al. Cancer Discovery 2022.
DCR (95% Cl), % 76.7 (57.7-90.1) H. Yu et al. JCO 2023/WCLC 2023.
DOR, median (95% Cl), mo 8.4 (5.8-9.2) N. Girard et al. ELCC 2024.
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Major Combination Strategies to Enhance ICI Efficacy in EGFR mutated NSCLC

Chemo+ICI +/- Anti-Angiogenesis

rial Treatment
platinum-pemetrexed-

KN7897  pembrolizumab
platinum-pemetrexed-
M722#8 nivolumab

Cisplatin-Pemetrexed +/-
RIENT-312 Sintilimab (anti- PD-1)

Cisplatin-Pemetrexed+ Sintilimab +
IBI305 (bevacizumab biosimilar) vs.
RIENT-31° chemo alone

Impower
50 carbo-paclitaxel-
(EGFR-  atezolizumab-bevacizumab

rior TKI) (ACBP vs. CBP)

PFS 0S
0.8 (0.65-

0.97)* 0.84 (0.69-1.02)*
0.75 (0.56-1.0)

p=0.052 0.82 (0.61-1.10)

0.72 (0.55-0.94) 0.97 (0.71-1.32)**

0.51 (0.39-0.67) 0.98 (0.72-1.34)**

0.42 (0.22-
0.80) 0.74 (0.38-1.46)

*Not statistically significant per statistical plan,
# T790M+ allowed w/o prior osimertinib

But no clear OS benefit with 10 + anti-

In EGFR mutant NSCLC

S. Gettinger et al JTO 2018. 13:9 1363-1372. 2. MH Ahn et al. JTO. 2022 May;17(5):718-723. 3. G. Oxnard et al. Ann Oncol 2020

** adjusted for crossover

angiogenesis in

HARMON:I (AK112-301) EGFR Mutation Positive NSCLC

NCT05184712
Study Design

Locally advanced or metastatic
non-squamous NSCLC:
+ EGFR mutation (excl exon 20 ins)

+ Progressed on 1%t/2" gen
EGFR-TKI (China only) with neg
T790, or 3" gen EGFR-TKI

+ Additional non-
chemo treatment line permitted

+ Prior immunotherapy
in curative setting permitted

+ ECOG=0orl
+ Any PD-L1 expression

Stratification factor:

» Exposure to 3" generation
EGFR-TKI before (Yes or No)

+ Brain metastases at baseline
(Yes or No)

(N ~470)

Apr;31(4):507-516. 4. JW Riess et al WCLC 2018. 5. BC Creelan et al. BJC 2021 Jan;124(2):383-390. 6. GGY Lai et al. JTO Clin

Res Rep. . 2022 Sep 21;3(12):100416. 7. J. Yang et al. ASCO 2023. 8. T. Mok et al. ESMO Asia 2022. 9. S. Lu et al. Lancet Resp.
Med. 2023. (online)10. N. Nogami et al. JTO 2022 Feb;

. 2022 Feb;17(2):309-323.

17(2):309-323.

Group A
Ivonescimab 20 mg/kg Q3W
+ Pemetrexed 500 mg/m? Q3W
+ Carboplatin AUC 5 Q3W
4 cycles (3 weeks/cycle)

Group B
Placebo Q3W
+ Pemetrexed 500 mg/m? Q3W
+ Carboplatin AUC 5 Q3W
4 cycles (3 weeks/cycle)

Primary
© 0S, PFS assessed by IRRC
Secondary

ORR by IRRC, DoR, safety and tolerability

Group A
Ivonescimab 20 mg/kg Q3W
+ Pemetrexed 500 mg/m2 Q3W

Maintenance Period

Group B
Placebo Q3W
+ Pemetrexed 500 mg/m2 Q3W

Maintenance Period

Ivonescimab is an investigaf

tis not approved by any regulatory authority
linical studies.

ted in Phase 3
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Treatment Until

+ Intolerable
toxicity

+ No clinical benefit
(Investigator
assessment)

- Initiation of a
new anti-tumor
therapy

+ Complete 24
months of
treatment

v

Safety and Survival
Follow up
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Summary

Targeted therapy approaches can overcome Osimertinib Resistance

Tumor heterogeneity and suboptimal biomarker selection may limit activity of
targeted agents

Need to move beyond standard resistance mechanisms to target underlying
mechanisms of long-term drug tolerant persister cells

Need to study exceptional responders to ICI blockade and need new
immunotherapy treatment approaches
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6 FOR THE STUDY Speaker: Jonathan W. Riess MD MS @TLCconference  #TexasLung24

OF LUNG CANCER
Conaquering Thoracic Cancers Woridwide



