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EGFR-mutated NSCLC -Advanced Stage Disease:
Mechanisms of EGFR TKI Resistance (to Osimertinib) and How to Overcome them

* Real World Analysis of Mechanisms of Resistance to Osimertinib by plasma ctDNA

*  Amivantamab Combinations in Refractory EGFR-mutated NSCLC

*  Amivantamab + Osimertinib in Refractory EGFR-mutated NSCLC

e Osimertinib + Savolitinib in Refractory EGFRm MET-amplified NSCLC

* HER3-Directed ADC Patritumab Deruxtecan (HER3-DXd) in EGFR-Mutated NSCLC

* BBT-176: a 4th generation EGFR TKI targeting C797S in refractory EGFR-Mutated NSCLC
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History of EGFR and Inhibitor Development
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1%t Line Therapy for EGFR-mutated NSCLC Worldwide 2022

1stGen TKls 2" Gen TKIls 3rd Gen TKI Combinations
Gefitinib Afatinib Osimertinib Gefitinib + Chemo
Erlotinib Dacomitinib Erlotinib + Bev/Ramu
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Progressive Disease (PD) after 1% line TKI Therapy
in Oncogene-driven Advanced NSCLC (e.g. EGFR or ALK)

Progressive Disease
after 1%t line TKI

/ Empiric Approach: \ / \
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Cooper AS, et al, Nat Rev Clin Oncol 2022
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Investigational Treatment Strategies under study for EGFR-
mutated NSCLC with progressive disease after 1st-line Osimertinib
(excludes histologic transformation as MOR)

Genotype-based approach

|
|
Non-genotype-based approach —

On-target inhibition Bypass pathway Both on-targt.et a.nt:,l .bypass pathway Targe.ting .
inhibition inhibition tumour-associated antigen

4™.gen TKI 1%.gen TKI/mAB -MET inhibitor Bispecific Ab targeting EGFR & MET HER3 ADC
__ Amivantamab (+/-EGFRTKI)

BLU-945 Gefitinib Necntumumab Savolitinib Patritumumab deruxtecan

BBT-176 Tepotinib Amlvantamab - y/
Capmatinib Anti- EGFR/ —Anfo.MET ’ {
Bl

FHEE

BLU- 945 Savolitini b
BBT-176 Gefmltlb
C797X mutation MET amplification HERS3 expression
10%—20% 10%—25% 83%

Lim SM, et al. Cancer Discov 2022;12:16-9
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Selected Clinical Trials under investigation for EGFR-mutated NSCLC with
PD following 15t line Osimertinib therapy

SYMPHONY? 1/2 BLU-945 EGFR C797S

BBT-1762 1/2 BBT-176 EGFR C797S

ORCHARD?3 2 Osimertinib + savolitinib, gefitinib, necitumumab, alectinib, selpercatinib, etc. Based on each target

SAVANNAH* 2 Osimertinib + savolitinib MET overexpression and/or amplification

SAFFRONS 3 Osimertinib + savolitinib vs platinum-based doublet MET overexpression and/or amplification

INSIGHT 26 2 Tepotinib + osimertinib vs tepotinib MET amplification

MARIPOSA 27 3 Amivantamab + lazertinib + platinum-based doublet vs. platinum-based doublet All comers

NCT046764778 1 Patritumab deruxtecan + osimertinib vs platinum-based doublets All comers

COMPEL? Osimertinib + pemetrexed cisplatin or carboplatin vs. pemetrexed cisplatin or carboplatin All comers
W

CheckMate 72210 Nivolumab + platinum-based doublet vs. nivolumab + ipilimumab vs platinum-based doublet All comers

KEYNOTE-78911 3 Pembrolizumab + pemetrexed-platinum vs. pemetrexed-platinum All comers

ATTLAS!2 3 Atezolizumab + bevacizumab + carboplatin/paclitaxel vs. pemetrexed/platinum All comers*

ORIENT?3 3 Sintilimab + IBI305 + pemetrexed-cisplatin vs. sintilimab + placebo + pemetrexed-cisplatin vs pemetrexed-cisplatin All comers

NCT0392405014 3 Toripalimab + pemetrexed-platinum vs. pemetrexed-platinum All comers

*Includes patients with an EGFR mutation or ALK translocation EGFR, epidermal growth factor receptor; EGFRm, EGFR mutation positive; FISH, fluorescence in situ hybridisation; 10, immuno-oncology; NSCLC, non-small cell lung cancer; TKI, tyrosine kinase inhibitor

1. NCT04862780. Available at: https://clinicaltrials.gov/ct2/show/NCT04862780 (Accessed July 2022); 2. NCT04820023. Available at: https://clinicaltrials.gov/ct2/show/NCT04820023 (Accessed July 2022); 3. NCT03944772. Available at: https://clinicaltrials.gov/ct2/show/NCT03944772 (Accessed
July 2022); 4. NCT03778229. Available at: https://clinicaltrials.gov/ct2/show/NCT03778229 (Accessed July 2022); 5. NCT05261399. Available at: https://clinicaltrials.gov/ct2/show/NCT05261399 (Accessed July 2022); 6. NCT03940703. Available at: https://clinicaltrials.gov/ct2/show/NCT03940703
(Accessed July 2022); 7. NCT04988295. Available at: https://clinicaltrials.gov/ct2/show/NCT04988295 (Accessed July 2022); 8. NCT04676477. Available at: https://clinicaltrials.gov/ct2/show/NCT04676477 (Accessed July 2022); 9. NCT04765059. Available at:
https://clinicaltrials.gov/ct2/show/NCT04765059 (Accessed July 2022); 10. NCT02864251. Available at: https://clinicaltrials.gov/ct2/show/NCT02864251 (Accessed July 2022); 11. NCT03515837. Available at: https://clinicaltrials.gov/ct2/show/NCT03515837 (Accessed July 2022); 12. NCT03991403.
Available at: https://clinicaltrials.gov/ct2/show/NCT03991403 (Accessed July 2022); 13. NCT03802240. Available at: https://clinicaltrials.gov/ct2/show/NCT03802240 (Accessed July 2022); 14. NCT03924050. Available at: https://clinicaltrials.gov/ct2/show/NCT03924050 (Accessed July 2022)
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Real World Analysis of Mechanisms of Resistance to Osimertinib by plasma ctDNA:
Timing of Resistance relates to the Mechanism of Resistance

aNSCLC with ctDNA =

+ INFORM is an aggregated commercial payer 65,273
claims database with de-identified records of
over 174,000 U.S.-based advanced cancer
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MET amplification is the most common acquired resistance mechanism during 15t year
after Osimertinib given first line, followed by C797X during the 2" year
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If there is PD within 15t year, likely to be MET-related
The longer the patient is on Osi, the more likely MOR is due to On-Target resistance mutation
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Amivantamab-Lazertinib + Pem/Carboplatin in EGFR TKI-refractory EGFR-mutated NSCLC

CHRYSALIS-2 (NCT04077463) LACP Cohort:

Amivantamab (Bispecific MoAb) ) o .
Amivantamab + Lazerinib + Pem/Carboplatin

Amivantamab MOA

Inhibition of Ligand Binding Dosing (21-day cycle)
2 TP I AT 7 PIT]
IR A Eligibility 240 mg QD
ey X wer EGFR-mutated . 1400/1750° mg on C1 D1/D2, C1 D8, C1 D15, and C2
Receptor Degradation NSCLC pOSt-TKl D1; mn 1750/21w m 03 "‘Qaw
¥ (max 3 prior lines)
)
&
N
*m”\- % 9
Nt ity o Demographics and Baseline Disease Total
e Characteristics, n (%) (n=20)
"'"" Median age, years (range) 61 (38-83)
~Llon e Male / female 9 (45)/ 11 (55)
— @< o Race
" i ChO, ASCO 2021 Asian 11 (55)
ol White 8 (40)

. . . Black 1(5)
Clinical Development of Amivantamab Exon 19 del/L858R 13 (65) / 7 (35)
- Combo with TKI (lazertinib - 3G TKI) ECOG PS 0 /1 4 (20)/ 16 (80)
-  Combo with chemo Brain metastases at baseline? 10 (50)

- Combo with TKI + chemo (LACP) Median no. of prior lines (range) 2 (1-3)
Prior therapy

1st/2nd_generation EGFR TKI 9 (45)

Osimertinib 14 (70)

Presented by L Mezquita: WCLC 2022 Platinum-based chemotherapy® 5 (25)
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Amivantamab Combination in EGFR TKI-refractory NSCLC: LACP Cohort

Prior therapy

60

Osimertinib I " Progressive Disease: ——— Pre Post 0, 0,
404 d —
Platinum-based chemo | | || B = CBR 80% (95% Cl, 56-94)
20

Best Overall Response: W PR SD M PD M NE/UNK
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Months in Study

Similar data in patients with brain metastases
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Amivantamab + Osimertinib in EGFR-mutated NSCLC with PD after 1st line Osimertinib:
Real World Data

Results

Table 1. Patient demographics, molecular characteristics and clinical outcome

TKI received ~ Time on

Case Sex Aee, corR Mutationg: Prior line of treatment REIOGECER with treatment Clinical
years Amivantamab start TKI Amivantamab  (bays) | Penefit Res u |tS Res po nse: 5/1 6 (31 () )
Exon 19 Deletion —
1 F 58  (L747_P753delinsS); Exon 20 Gemictabine Osimertinib ~ Osimertinib 204 g(;ing
Exon 19 deletion
2 M 70 E746_A750del); Exon 20 Osimertinib Osimertinib ~ Osimertinib 142 PR H ini i H
ERSE BE smertnt D | G Figure 1. clinical outcome for EGFR-mutant NSCLC receiving amivamtamab
Exon 20 duplication .
3 F 53 (V769_D770insE); Exon 20 Osimertinib Osimertinib N/A 138 sD Time on treatment (days)
T790M
0 50 100 150 200 250
EGFR amplification; Exon 19 ca'b:lpe'a:r"/ P;Z'g/axev PR: on-
PV i T e 2 20—
(FAOATIIUBIRAI - (maintenance Aczo/oe) I S 142
Exon 20 duplication (@) 138
3 F 65 (H773_V774dup); Exon 15 Poziotinib Poziotinib N/A 127 SD
6007 I 129 ——
6 F 69 Exon 21 L858R Osimertinib Osimertinib  Osimertinib 122 P;:i:;- O 127
CEEC I N 2, —
7 F 0B PR Surgery N/A N/A 102 PR * 122
102
Exon 18 G719S; Exon 20 q - n - T - PR; on-
LN R7veH ormerie - Osmerinbosmertinb % going I S ) —
Exon 20 duplication N o o 96
9 F 55 (S768_D770dup SVD) Poziotinib Poziotinib N/A 96 SD o 83
Exon 20 complex A S ©) 71
10 F 58 (N771delinsGF) Poziotinib Poziotinib N/A 83 PD A
EGFR Exon 18 0 A 66
11 F 65 G724S; Exon 19 deletion e i Osimertinib ~ Osimertinib 71 PD 7
(L747_5752del) Osimertinib O 5
Exon 19 deletion O Ass
12 F 40 (E746_A750del); Exon 20  Osimertinib/ Selpercatinib Osimertinib ~ Osimertinib 66 SD
C7975 O 33
Exon 19 Complex a - a i q -
13 ™M 31 (L747_A755delinsSRD) Osimertinib Osimertinib ~ Osimertinib 57 PD OA 20
14 F 78 Exon 21 L858R Docetaxel Osimertinib ~ Osimertinib 55 PD
Exon 20 insertion
15 M 59 (N771_P772insT); Exon 20 N/A N/A N/A 33 PD
insertion (P772fs*126)
16 M 20 EGFR Exon 20 Insertion Cabozantinib/ Poziotinib N/A 20 PD

(D770_D770delinsGY)

Atezlizumab
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The ORCHARD study matches post-osimertinib therapy to
presumptive mechanism of resistance!-?

Phase 2 study in patients with metastatic EGFRm NSCLC following progression with 1st-line osimertinib

MET alterations Osimertinib + savolitinib*
EGFR C797X Osimertinib + gefitinib Primary endpoint:
EGFR alterations Osimertinib + necitumumab Investigator-assessed
ALK fusion Osimertinib + alectinib ORR
RET fusion Osimertinib + selpercatinib
BRAF fusion Osimertinib + selumetinib Secondary endpoints:
SCLC/LCNEC transformed Durvalumab + etoposide + platinum, followed by durvalumab DoR, safety/tolerability

No actionable biomarker Osimertinib + datopotamab deruxtecan
Future arms 1.2, etc. Future treatments 1, 2,

v

Analysis of tumour

Disease
biopsy from patients Group B: Non-matched arm for patients without a resistance mechanism detected progression
with EGFRm NSCLC (to be filled sequentially)
progression on Biomarker Pemetrexed + carboplatin + durvalumab
first-line osimertinib nonmatche Osimertinib + necitumumab’ l
th . .. . .
monotherapy d Osimertinib + carbo/cisplatin + pemetrexed
Future treatments 1, 2, etc.
Follow-ups
Group C: - . OSp
; Observational group for patients whose optimal treatment involves medication not available within Group A or B

(e.g. squamous histology; presence of actionable biomarker for which treatment is currently unavailable in

ORCHARD) I
— Screen failures with baseline NGS results

Presented by Janne. W(CLC 2022




ORCHARD: Osimertinib + Savolitinib in MET-amplified EGFR-
mutated NSCLC after PD on 1 line Osimertinib*

ORCHARD defines MET alterations as the presence of 26 gene copies detected by NGS

ORR was 41% (7/17;
confirmed PR)
7 (41%) had stable disease,

including 3 patients with
unconfirmed PR
* 1(6%) had disease progression

-60=—1

Best change from baseline (%)

-80 s
_90_
§
-100-
Best objective response: Partial response Il Stable disease Progressive disease Not evaluable

Ahn et al. ESMO 2021
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Efficacy and Safety of a HER3-Directed Antibody Drug Conjugate
Patritumab Deruxtecan (HER3-DXd; U3-1402) in EGFR-Mutated NSCLC

- HERS3 is expressed in most lung cancers, including in >80% of EGFR-mutated
NSCLC, and overexpression has been associated with worse clinical outcomes™-3-4

— HERS therefore represents a promising therapeutic target; however, no HER3 directed therapies are currently
approveds4

- Patritumab deruxtecan (HER3-DXd; U3-1402) is a novel, investigational HER3-
directed ADC comprising a fully human anti-HER3 IgG1 mAb (patritumab) covalently
linked to a topoisomerase | inhibitor payload, an exatecan derivative, via a tetrapeptide-
based cleavable linker®-8

Human anti-HER3
1gG1 mAb58 Deruxtecan®8

\

N (¢}

[ ° 0 i 10 = )
R R
oo o0 i NN
HoC VN HO cHy

Cleavable Tetrapeptide-Based Linker F

Topoisomerase | Inhibitor Payload (DXd)
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HER3-DXd 5.6 mg/kg Demonstrates Antitumor Activity in
EGFR-Mutated NSCLC With Diverse TKI Resistance Mechanisms

N=57
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U BBT-176 is a novel 4t generation EGFR TKI with high potency against C797S-containing EGFR mutations

U C797S is the most common on-target EGFR mutation following progression, conferring resistance to Osimertinib’

C797G G7248
L718Q f C797S8
L792H Pt . va3aL

C797S + L792H ’ ay,  S7681

L718Q/V
écond \
Line ¥ Groes
 L792X
--C797S + L792H
C797S
G724S
¢ h --L718Q
First ‘
Line 7681
---C797S8
Unknown

@ Cell cycle gene alterations
B MAPK-PI3K mutations

Oncogenic fusions/ rearrangements @ L858R
Amplifications (EBBB2, MET) @ 19del
@ On-target EGFR mutations L858R or 19del
@ Transformations (SCLC, SCC) T790M

Days post administration
Presented by Lim. WCLC2022

Docking model of BBT-176 with EGFR LTC

1. Oncogene;40:1-11 (2020)
2. N Engl J Med;376:629-640 (2017)

ICs0 (NM) Values in Biochemical EGFR Tyrosine Kinases and Engineered Ba/F3 Cells

Compound WT D L DT LT DC LC DTC LTC
Enzyme 21.2 3.1 4.1 1.6 2.4 4.4 5.4 1.8 163*
BBT-176
Cell 645 67 164 147 114 76 244 148 276
Enzyme 125 2.4 2.8 1.4 1.6 304.4 573.7 124.8 NA
Osimertinib
Cell 164 1 2 3 3 509 829 979 1,303
WT (wildtype), D (19del), L (L858R), T (T790M), 1,200
C (C797S) : Vehicle Control: n=7
*Under different assay condition (1 mM ATP) —8 BBT-176 50 mgkg, p.o. qd, n=7
—&— BBT-176 100 mg/kg, p.o. qd, n=7
& 900
£
E
(o}
£
3 600
S
>
<]
£
=
= 300
LD1-0025 PDX model for lung
cancer harboring EGFRDTC od ‘ ‘ : ‘
0 7 14 21 28



BBT-176: 4t generation EGFR TKI active against C797S-containing EGFR mutations

Baseline Characteristics of Enrolled Patients

Duration of Treatment and Tumor Response, All Patients by Dose Level

Median age (range) 63 (38-79)
A [ ] -
Female 17 (68%) 101008 C 7Y - | »
Asian 25 (100%) el pem
SRR i . A—
ECOG PS (0, 1) 7 (28%), 18 (72%) 101009 (O [ . ]
Number of prior systemic anticancer regimens = > Partial Response (PR)
1 (%) 2 (8%) ; W Stadle Disease (SO)
° ° 1220080 _ B Progressive Disease (PO
2 (%) 7 (28%) 103001 (NO* * A Doselncreased
0100 C * L ¥V DoseReduced
23 (%) 16 (64%) wonere | .o 4 BrainMatastasis
103003 (OC - Consent Withdrawal
Prior EGFR TKI treatment 25 (100%) i =i - Continued Treatment
aad *
Prior Gefitinib, Erlotinib, Afatinib or Dacomitinib 25 (100%) 103007 LT | v o Cohort
Prior Osimertinib or Lazertinib 20 (80%) scion| it
Brain metastasis, stable (%) 10 (40%) oozon{ R § 30100 m90)
SRR - B :c20mgan)
2005 (DTC -
EGFR mutation detected by ctDNA (19del, L858R) 14 (56%), 9 (36%)* ) N =f“5° mgQ0)
e 56 (480 mg QD)
containing C797S 8 (32%) 101016 0T -= - B ¢ coomgoo)
254
102003 10101 *
320mgQD | 101010 (D
DTC + complex |
.
[ e e R LT EET T 101009 - | - 2 4 8 ) 12 14 16 18 20 22 24 26 28 2
% /o?rz? ;‘gm?‘zx Treatment Duration (Week)
5]
i 254
3
S 102004
480 mg QD
L
50 101008
160 mg QD 103006
D + complex| 480 mg QD
| DTC + L792H + complex |
PR SD with SD without
tumor shrinkage tumor shrinkage
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EGFR-mutated NSCLC -Advanced Stage Disease:
Mechanisms of EGFR TKI Resistance (to Osimertinib) and How to Overcome them

* Real World Analysis of Mechanisms of Resistance to Osimertinib by plasma ctDNA

*  Amivantamab Combinations in Refractory EGFR-mutated NSCLC

*  Amivantamab + Osimertinib in Refractory EGFR-mutated NSCLC

e Osimertinib + Savolitinib in Refractory EGFRm MET-amplified NSCLC

* HER3-Directed ADC Patritumab Deruxtecan (HER3-DXd) in EGFR-Mutated NSCLC

* BBT-176: a 4th generation EGFR TKI targeting C797S in refractory EGFR-Mutated NSCLC
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