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Subtypes of EGFR mutations

da EGFR-mutant patients b Atypical EGFR mutations

B Classical (67.1%) ®W Classical + T790M
: Exon 19
B Atypical (30.8%) + atypical (2.2%) 9.4%
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+ T790M % Other 2.0%
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Total = 11,619 Total = 7,199
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EGFR exon 20 mutations

‘Classical’ EGFR mutations
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Insertions

Wild-type EGFR Wild-type EGFR

Deletions

Inactive

Exon 20 insertion

Exon 19 deletion

Active

Vyse, S., Huang, P.H. Targeting EGFR exon 20 insertion mutations in
"' LUNG CANCER SYMPOSIUM non- small cell lung cancer. Sig Transduct Target Ther 4, 5 (2019
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Retrospective
analyses reveal
EGFR ex20ins
NSCLC patients have
low RR to 1st gen
EGFR inhibitor 5253

EGFR ex20ins first

described in NSCLC
23,24

Cetuximab + erlotinib
combination effective
in EGFR D770>GY
NSCLC patient 8

Timeline of EGFR Exon 20 therapeutics

EGFR ex20ins first
described in SNSCC 27

Identification of
sensitivity of EGFR
ex20ins with glycine
at position 770 to 2nd
gen EGFR inhibitor
dacomitinib €0

Cetuximab + afatinib
combination has PR
in 3 out of 4 EGFR
ex20ins NSCLC
patients 82
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64% RR for poziotinib
in EGFR ex20ins
NSCLC patients in
phase Il trial 31
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Post-hoc analysis of
LUX-lung trials
reveals EGFR
ex20ins patients have
low RR to 2" gen
EGFR inhibitor
afatinib 59

17% RR for Hsp90
inhibitor luminespib in
EGFR ex20ins
NSCLC patients in
phase I trial 9

Tarloxotinib shown to
be effective in
xenograft models of
EGFR ex20ins
NSCLC cell lines 8
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EGFR exon 20 responses to osimertinib 160

Phase 2 multicenter POSITION20 trial
EA5162;: PHASE II STUDY

Waterfall plot for Target Lesion Tumor Size

Osimertinib 160mg daily is well-tolerated and
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EA5162 Available Through ECOG-ACRIN Cancer Research Group

Phase Il Study of Osimertinib (AZD9291) in Advanced NSCLC Patients with Exon 20
Insertion Mutations in EGFR

|

Patient Population
See Section 3 for complete eligibility criteria

Must have a pathologically-confirmed diagnosis of
NSCLC; must have measurable disease per protocol
Must have advanced disease— either stage IV disease,
stage |lIB disease not amenable to definitive multi-
modality therapy, or recurrent disease after a prior diag-
nosis of stage |-lll disease (AJCC/IASLC 7th ed.)

An EGFR exon 20 insertion mutation must be detected in
the tumor tissue

Must have previously received at least | line of therapy
for advanced lung cancer (no restrictions on maximum
number of prior therapies allowed)

Must not have previously received osimertinib

Must not have received therapies targeting PDLI, PDI, or
CTLA4 within 180 days of registration

Age = |8 years, ECOG PS < |, and adequate lab values
No clinically active or symptomatic interstitial lung dis-
ease/interstitial pneumonitis, or a history of clinically sig-
nificant interstitial lung disease/radiation pneumonitis

Treatment Plan
See Section 5 for complete treatment details

Osimertinib administered at a dose of 160 mg by
mouth once daily on days |-2| of a 21-day cycle

0 Osimertinib should be taken at the same
time every day (+/- 4 hours; either in the AM
or PM), with or without food

Treatment will be given without interruption, un-
less interruptions are required to manage treat-
ment-related side effects

Missed doses will not be taken later

Patients should continue on treatment with osi-
mertinib until RECIST |.| defined progression or
until treatment discontinuation criteria (per proto-
col) are met

Patients may continue to receive osimertinib be-
yond RECIST |.| defined progression as long as
they are continuing to show clinical benefit as
judged by the investigator (i.e., there is no maxi-
mum duration of treatment)

Xy —  ATLANTA

Annual
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Mobocertinib: oral tyrosine kinase inhibitor

Phase 1 Dose Escalation: 3+3 Design (Advanced NSCLC, ECOG PS <2) (Prior Platinum: n = 6)

Phase 2 Expansion: Mobocertinib 160 mg gd
Phase 2: Primary end point: ORR by RECIST v1.1

Secondary end points: Safety, tolerability, PK, efficacy

Cohort 1 Cohort 3 Cohort § Cohort 7
{Prior Platinum: n = 22) Refractory EGFR or Refractory EGFR Refractory other
Refractory EGFR HERZ2 exon 20 insertions exon 20 insertion with tumor types
exon 20 insertion; or point mutations with prior response to (non-NSCLC)
no active, measurable measurable, active EGFR TKI with EGFR/HER2
CNS metastases® CNS metastases mutations
Cohort 2 Cohort 4 Cohort 6
Refractory HER2 Treatment-naive Treatment-naive M—M—
exon 20 insertion or or refractory EGFR exon Extension Cohort
point mutation; Other EGFR mutations: 20 insertions (n = 96; platinum
no active, measurable +T790M, uncommon pretreated: n = 86)

CNS metastases’ EGFR

Previously treated

patients with
EGFRex20ins

mutations
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Mobocertinib: Exon 20 Insertions Treated at 160 mg qd

@ Best percentage change in target lesions

. = I AsV, SVD, or NPH [ ] Other EGFRex20ins variant
oﬁ‘)‘ 601 A [] Insertion unknown [ ] Unconfirmed EGFRex20ins
-
3 g8
= 204 H ia
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S| ][
(0] [l —_ N N I
5 o e LI | | | I
-GE) -20+ mam&aaaagaegaaaaﬂoooooo
o -40 mc“""“”"’a&‘oxmo
naa AEXronan
g. I ] l&&mmmggg‘mggggggmn—m—ﬁ
No. (%) -
Outcome PPP cohort(n = 114)  EXCLAIM cohort (n = 96) Qaggn—m—c
IRC-assessed confirmed objective response® ez WL
[alalalalalalsdaqdadad
Patients, No. (%) [95% Cl] 32 (28)[20-37] 24 (25) [17-35] G T 3 L L L
Complete response 0 0
Partial response 32 (28) 24 (25)
Stable disease® 57 (50) 49 (51)
Not evaluable 12 (11) 10 (10)
Confirmed disease control rate, No. (%) [95% CI]¢ 89 (78) [69-85] 73 (76) [66-84]
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Mobocertinib: confirmatory phase lll trial EXCLAIM2

mobocertinib

Recurrent/Metastatic

NSCLC Primary endpoint

EGFR Exon 20 insertion « PFS by BICR using
RECIST v1.1

No prior systemic therapy
N=318

NCT04538664. Accessed August 31, 2023. https://classic.clinicaltrials.gov/ct2/show/NCT04538664.
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Mobocertinib: withdrawal from market

Provides Update on (mobocertinib)

October 2, 2023

OSAKA, Japan and CAMBRIDGE, Massachusetts, October 2, 2023 - today announced that, following
discussions with the U.S. Food and Drug Administration (FDA), it will be working with the FDA towards a voluntary withdrawal of
(mobocertinib) in the U.S. for adult patients with epidermal growth factor receptor (EGFR) Exon20 insertion mutation-positive (insertion+)
locally advanced or metastatic non-small cell lung cancer (NSCLC) whose disease has progressed on or after platinum-based chemotherapy.

intends to similarly initiate voluntary withdrawal globally where is approved and is working with regulators in other
countries where it is currently available on next steps.

This decision was based on the outcome of the Phase 3 EXCLAIM-2 confirmatory trial, which did not meet its primary endpoint and thus did
not fulfill the confirmatory data requirements of the Accelerated Approval granted by the U.S. FDA nor the conditional marketing approvals
granted in other countries.

The EXCLAIM-2 trial was a Phase 3, multicenter, open-label study designed to investigate the safety and efficacy of EXKIVITY as a
monotherapy versus platinum-based chemotherapy in first-line EGFR Exon20 insertion+ locally advanced or metastatic NSCLC. No new
safety signals were observed in the EXCLAIM-2 trial. Full data from the trial will be presented at an upcoming medical meeting or published
in a peer-reviewed journal.

ATLANTA———
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Amivantamab: EGFR-MET bispecific antibody

« Demonstrated monotherapy activity in EGFR
ex20ins NSCLC following progression on

platinum-based chemotherapy (ORR, 40%; DOR,
11.1 months)!

« Demonstrated activity in TKI-resistant EGFRm
NSCLC with MET amplification 23

- Has higher affinity for MET (40 pM) than EGFR e
(1.4 nM) 60 150
« Depletion of free soluble target proteins, E% # g% o
suggesting total body target engagement, 8 s -
occurs at =140 mg for sSMET and =350 mg for g # ¥
SEGFR QE 20 gg ”
« Evaluation in primary MET-driven tumors is 0 0 w
on go | n g CiD1 C1D8 C1D15 C1D22 Cc2D1 CiD1 C1D8 C1D15 C1D22 C2D1

/\ 140 mg D 350 mg <> 700 mg 1050 mg O 1400 mg 1750 mg

C, cycle; D, day; DOR, duration of response; EGFR, epidermal growth factor receptor; EGFRm, EGFR-mutated; ex20ins, exon 20 insertion mutations; Kp, dissociation constant; LLOQ, lower limit of quantification; NSCLC,
non-small cell lung cancer; ORR, overall response rate; SD, standard deviation; SEGFR, soluble EGFR; SMET, soluble MET; TKI, tyrosine kinase inhibitor.

1.Park, et al. J Clin Oncol 2021;39(30) : 3391-3402. 2. Haura EB, et al. Presented at : ASCO; May 31-June 4,2019 . 9009 (oral). 3. Bauml J, et al. Presented at : ASCO; June 4-8, 2021. 9006 (oral)

ATLANTA
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Amivantamab: EGFR-MET bispecific antibody

CHRYSALIS Study Design: Post-platinum Exon20ins Population

NCT02609776
R e —o——=ask \ - RP2D ittt .
[ Kev Objectives : Dose Escalation e Ery 5 N
| Cohorts 1050 mg (<80 kg) P : R
| . . | g g Cohort D Efficacy End Points
i = Dose escalation: Establish : 140-1750 mg 1400 mg (280 kg) ELesbrBRC Zolis
| RP2D B Advanced NscLc ERSKONCINeFIR  EGFR Exon20ins Primary
E s ool i - = Overall response rate per

safety and efficacy at RP2D :

3 y y ) RECIST v1.1
. i Post-platinum Exon20ins Key Secondary

Treated at RP2D

Key Eligibility Criteria for Post-
(N=114; Safety Population)

platinum Population
= Metastatic/unresectable NSCLC
= EGFR Exon20ins mutation

= Progressed on platinum-based
chemotherapy

=  Clinical benefit rate

» Duration of response
» Progression-free survival

Post-platinum Exon20ins with 23
Disease Assessments at Clinical Cut-off2
(n=81; Efficacy Population)

= Qverall survival

-
S e e e e e e e e e e e e e e e e e e e e

- —— e —

BT A S A U S U U U ——

__________________________
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Amivantamab: in EGFR exon 20 post chemo

Response per RECIST Efficacy Population (n = 81)
ORR, % (95% CIy 40 (29 to 51)
mPFS 8.3 months
CBR, % (95% CI)° 74 (63 to 83)
mOS 22.8 months
Best response, No. (%)
CR 3(4)
PR 29 (36) EXUIZUINS 10CEUOT
90 . M Helical region (762-766)
an | "~ SD 39 (48) W Near loop region (767-772)
70 4 ar loop region - .
_ & PD 8 10) = Not ety CONA Infusion related
2F ol NE 2 2) reaction, grade 2
22 = occurs in 55% of
G G G o o e et e e e i e e e e e e .
TE 104 i patients
o :'0 0———_—-__—_—________—__—_______'_—_______——_———_——__T'—_—_""_ ______________________________
S Ep—
S 20 .
svY @4t  __ T 5
S o -40-
t O -504
o 60
-70 3
-80 4
—90 -
-100
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PAPILLON: Phase 3 Study Design

Key Eligibility Criteria g Amivantamab-Chemotherapy Primary endpoint: Progression-free survival
. Treatment-naive® i (n=153) (PFS) by BICR according to RECIST v1.1¢
locally advanced or 3 Secondary endpoints:
metastatic NSCLC - . Objective response rate (ORR):
+ Documented E » Duration of response (DoR)
EGFR Exon 20 ?, Chemotherapy « Overall survival (OSY¥
insertion mutations ; (n=155) « PFS after first subsequent therapy (PFS2)

« ECOGPSOor1 « Symptomatic PFS?
« Time to subsequent therapy?®

Safety

Stratification Factors Dosing (in 21-day cycles)

1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day

» History of brain of cyco 3)
metastases® Chemotherapy on the first day of each cycle: N Optional crossover to 2*-line
* Prior EGFR TKI use* +  Carboplatin: AUCS for the first 4 cycles amivantamab monotherapy*
\ J +  Pemetrexed: 500 mg/m? untll disease progression

PAPILLON (ChrwcalTrals gov Idesafier NCTOM538554) envoliment penod  December 2020 10 Novesrber 2022, data e off 3 May 2023

Removed &5 strothcadon fackor snoe only 4 patents had poor EGFR TKI yse (bned monotheripy wath common EGFR TK)s was allowed £ lack of response wes documented)
Wabents wih bean metistases were ehgdie f they receved defndive trestimet and wese asymplomate, direcally stable and off corbcosterad treatment for 27 weeks proe 1o randomizabon
Koy statestcl assumption 300 patents with 200 cvents needed for 90% power 1o detect an MR of 0 625 (estmated PFS of 8 vs 5 months) PFS, ORR. and then OS were mcuded in heorarchucal Sestng
These secondary endpomts (brme 10 subsequent herapy and Symplomate progresson-free sunaval) wil be presentad a1 a future congress
on *Crossover wos only slowed ofter BICR confirmation of disease progressaon, amwventamad monotherapy on O3W dosng per man shudy
M gress AUC, area under the asve_ BICR, bieded edependent central tevew. ECOG PS, Fastern Cooperative Oncology Group performance status, EGFR, egedenmal growth facor seceplon, HR, hazaed rato
NSCLC, non small cell lung cancer, Q3W, every 3 weeks, RECIST, Response Evaluaton Crtena n Sobd Tumors. TK), tymsne lonase nhdor

» ATLANTA———
%4 LUNG CANCER SYMPOSIUM Q PACE %Bio Ascend’
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Papillon:
Primary Endpoint: Progression-free Survival by BICR

Amivantamab-chemotherapy reduced risk of progression or death by 60%

<= 1004 - i Median PFS
2 Median follow-up: 14.9 months (95% C)
s Amivantamab-Chemotherapy 11.4 mo (9.8-13.7)
‘2 80 - Chemotherapy 6.7 mo (5.6-7.3)
Lo
s HR, 0.395 (95% CI, 0.30-0.53); P<0.0001
o
= 60
o
o
o
S 40 -
o
§ Amivantamab-Chemotherapy
a 20 A '
[ '
2 .
g 0 . . ; é . : - J f:hnmmhnmpy
0 3 6 9 12 15 18 21 24
No. ol risk Months
moeniost 153 135 105 74 50 33 15 3 0
hemothorapy 155 131 74 41 14 4 2 1 0
ongress Consistent PFS benefit by investigator: 12.9 vs 6.9 mo (HR, 0.38; 95% CI, 0.29-0.51; P<0.00012)
m *Normnal P-value, endpont not part of heerarchcal ypothesis testing BICR, binded independent central revew. C1. confidence mierval MR hazard rano, mo, months. PFS, progression. free sunaval

————— AILANIA———
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Papillon:

&7

SN

Best Response and ORR by BICR

Amivantamab-Chemotherapy® Chemotherapy®

40 4 40 +

=

§A
2
i
2
=
5% -40 4
] ®R
" PR
B alls

Amivantamab-Chemotherapy (n=153) Chemotherapy (n=155)
Mean percent change of SoD «53%¢ -34%
ORR 73% (95% Cl, 65-80) 47% (95% CI, 39-56)
Odds ratio 3.0 (95% CI, 1.8-4.8); P<0.0001
Best response, n (%)
Complete response 6 (4) 1(1)
Partial response 105 (69) 71(47)
Stable discase 29(19) 62 (41)
Progressive disease 4(3) 16 (11)
NE/Unknown 8(5) 2(1)
Median time to response 6.7 wk (range, 5.1-72.5) 11.4 wk (range, 5.1-60.2)

Consistent results with investigator assessment: ORR of 66% vs 43% (OR, 2.6; P<0.0001)
‘Patents wihout posthaselne tumor assessmant were not ncluded n thes plot *No of pabents with measurable dsease at basedne by BICR was 152 n both arms, response data presented among o
responders. “Nomnal <0001, endpont not part of heerarchacal testng

i Mong BICR, binded ndependent centrdd rewew, O, cordence nitenvd, CR, complede response, mo, month. NE, not evaliuatie, ORR, obyectve response rane, PO progressave dacase, PR partl response,
SD stable dscase, Sal), sum of daameters. wk weeks

—  ATLANTA——
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Papillon: Phase 3 Amivantamab + chemotherapy frontline
Duration of Response (DoR) by BICR

Median DoR®

100 (95% CI)
_ Amivantamab-Chemotherapy 9.7 mo (8.2-13.5)
2 Chemotherapy 4.4 mo (4.1-5.6)
o
£ 80 - As of data cutoff, responses were ongoing in 49% (54/111) in
g patients with amivantamab-chemotherapy vs 17% (12/72) with
8. chemotherapy
g 60 -
[
-
o
§ 40 |
g - Amivantamab-Chemotherapy
g 20- 5
“ 1
@ "
: ; Chemotherapy
o '
0 3 6 9 12 15 18 21 24 27
No. at risk Months
Amivamamab-
Chemotherapy 111 91 66 42 28 18 8 3 0
motharapy 72 45 23 10 3 1 1 1 0

Mongress Consistent DoR benefit was seen with investigator assessment: 13.5 vs 6.8 mo
2023

*Among all responders. BICR. binded independent central rewew, Cl, confidence nterval. mo, months

H ATLANTA .
%% B4 LUNG CANCER SYMPOSIUM Q PACE S¥2Bio Ascend”
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Papillon: Phase 3 Amivantamab + chemotherapy frontline

C Overall Survival

Median Overall Survival (95% Cl)

Mo

Amivantamab-Chemotherapy Not estimable
Chemotherapy 244 (22.1-not estimable)

Amivantamab—chemotherapy

5
.ﬁ ?0_' | . I I TR 140 ]
% 60 -
&In 50-
E 40—
a -
w 30
& 20 azacd ratio for death, 0.67 (95% CI, 0.42-1.09) Chemotherapy
109 poo.11
0 | | I I || | | | |
0 3 & q 12 15 18 21 24 27
Months since Randomization
Mo. at Risk
Amivantamab—chcmnmcrapy 153 144 133 115 BB B0 38 15 5 0
Chcmntherapy 155 153 144 110 85 57 37 24 & 0
ATLANTA
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Papillon: Phase 3 Amivantamab + chemotherapy frontline

Table 3. Adverse Events.”

Adverse Events

Amivantamab-Chemotherapy Chemotherapy
(N=151) (N=155)
All Grades Grade =3 All Grades Grade =3

Any event 151 (100)
Any serious event 56 (37)
Any event resulting in death 7 (5)
Any event leading to interruption of any agent 104 (69)
| T i :
Any 97 (64) h
Related to amivantamaby 63 (42)
Any event leading to reduction of any agent 73 (48)
Reduction in dose of amivantamab
Any 54 (36)

N\, Related to amivantamab 54 (36) )
Any event leading to discontinuation of any agent 36 (24)
Discontinuation of amivantamab

Any 17 (11)
Related to amivantamab 10 (7)
Discontinuation of all agents because of adverse events3 12 (8)

number of patients (percent)
114 (75) 152 (98)
48 (31)
4 (3)
56 (36)

35 (23)

16 (10)

12 (8)

83 (54)

ATLANTA———
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Papillon: Phase 3 Amivantamab + chemotherapy

Amivantamab-Chemotherapy Chemotherapy
Adverse Events (N=151) (N=155)
All Grades Grade =3 All Grades Grade =3
number of patients (percent)
Adverse events reported in =15% of patients in either group§

MNeutropenia 89 (59) 50 (33) 70 (45) 35 (23)
Paronychia 85 (56) 10 (7) 0 0
Rash 81 (54) 17 (11) 12 (8) 0
Anemia 76 (50) 16 (11) 85 (55) 19 (12)
Infusion-related reaction 63 (42) 2 (1) 2 (1) 0
Hypoalbuminemia 62 (41) 6 (4) 15 (10) 0
Constipation 60 (40) 0 47 (30) 1(1)
Leukopenia 57 (38) 17 (11) 50 (32) 5(3)
Nausea 55 (36) 1(1) 65 (42) 0
Thrombocytopenia 55 (36) 15 (10) 46 (30) 16 (10)
Decreased appetite 54 (36) 4(3) 43 (28) 2(1)
Increased alanine aminotransferase 50 (33) 6 (4) 56 (36) 2(1)
Increased aspartate aminotransferase 47 (31) 1(1) 51 (33) 1(1)
Dermatitis acneiform 47 (31) 6 (4) 5(3) 0
Peripheral edema 45 (30) 2(1) 16 (10) 0
Stomatitis 38 (25) 2 (1) 9 (6) 0
Covid-19 36 (24) 3(2) 21 (14) 1(1)
Diarrhea 31 (21) 5 (3) 20 (13) 2 (1)
Hypokalemia 32 (21) 13 (9) 13 (8) 2 (1)
Vomiting 32 (21) 5 (3) 29 (19) 1(1)

[UNWM 2023. QPACE  #2Bio Ascend
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PALOMA: Subcutaneous amivantamab: Incidence of IRR-related Symptoms

SC Amivantamab Arm

IV Amivantamab Arm

=206) (n=210 :
(n=206)  (n=210) - IRRs were observed in 13% of
IRRs, all grades 13% 66% . . o/
IRRs, grade 3 patients in the SC arm vs 66% in
Infusion-related the IV arm, representing a 5-fold
HEsiEad) reduction
Chills
Pyrexia o There were no grade 4 or 5
Dyspnea IRRs
Nausea
Vomiting o Most IRRs occurred during
Cough
Hypoxia CyCIe !

Hypotension

Sinus tachycardia
Erythema

Chest discomfort
Hypertension
Flushing

Dizziness

Rash

Hyperhidrosis
Increased heart rate

IRRs leading to hospitalization
were not observed in the SC arm
vs 2 events in the IV arm

No IRR-related discontinuations
occurred in the SC arm vs 4
events in the IV arm

100% 75% 50% 25% 0% 25% 50% 75% 100%

Note: The safety population included all the patients who had undergone randomization and received 21 dose of any trial treatment.
AE, adverse event; IRR, infusion-related reaction; IV, intravenous; SC, subcutaneous.

ATLANTA———
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Amivantimab dermatologic AEs

* Erosive pustular dermatosis of the scalp:

Difficult to manage:

DERMATOLOGY consult

Oral antibioitics: Doxycycline 100mg po BID

Topical steroids: ointment/cream for body versus solution on
head

Dose hold

Consider oral steroids

Consider Dakins vs antifungal shampoo
G6PD testing per dermatology

* Paronychia
 Acneiform rash

e pruritis
. ATLANTA——
George, Mariya N. et al. DR
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Papillon: frontline Amivantamab + chemotherapy
FDA approved March 1, 2024

Infusion reactions manageable with step dosing, subcutaneous formulation in development.

Infusion reactions seen in 42% (with use of glucocorticoid premed for chemo) compared to
67% with monotherapy.

65 patients crossed over from the chemotherapy group on trial, and 6 additional patients
received amivantamab monotherapy as their first subsequent therapy off protocol,
representing 66% (71 of 107) of patients in the chemotherapy group with disease progression

A hint of overall survival benefit (not yet reached maturity) despite crossover
Final OS analysis is planned at ~48 months after the first randomization

ATLANTA
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Sunvozertinib: irreversible EGFR exon20 insertion (exon20ins) inhibitor

amivantamab NNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNHNNNNNNNNNNNNNNNNNNNNNNNNHNN

Baseline BM NNNNNNNEE'NNHNBNYYYYNNNNBNNNNNNNNHNNNNNNNHNHNNE'NNNNNNHNNNYYYYNHNNNNHNNNNHNNHNNHNNNHNHNNNNNNN
80
60 | 4

Best Tumor Size Change (%)

-100 | BB Sunvozertinib 300 mg (N = 97)

WU-KONG6 (NCT05712902 and CTR20211009) confirmed ORR was 60.8% (59/97)
phase II, EGFR exon20ins, progressed on/after
platinum-based chemotherapy. Analysis of 97 patients

ATLANTA———
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Sunvozertinib
WU-KONG1B Study Design

Locally advanced or
metastatic NSCLC

Confirmed EGFR Cohort 1:
exon20ins in tumor 200 mg, QD IA*

: Cohort 2: Continuous dosing until
t by local
SRS A - 300 mg, QD discontinuation criteria

sponsor designated (N=111)
laboratory testing Cohort 2:

300 mg, QD
ECOGPS of O or 1 . Primary Endpoint:

were met

Prior treated with * ORR assessed by IRC#

platinum-based

Secondary Endpoints:
chemotherapy

* DoR by IRC (key secondary endpoint),
investigator assessed ORR and DoR, etc.

*Randomization ratio 1:1, and stratified by 1) brain metastasis; 2) number of prior treatment regimens.

**Interim analysis (IA) has been performed after 39 participants in each dose cohort completed at least 2 RECIST assessments.
#According to RECIST 1.1. Tumor assessment every 6 weeks from C1D1 until progression.

ORR: objective response rate; DoR: duration of response; IRC: independent review committee; INV: investigator; QD: once daily

2024 ASCO  [PTYIIIVR  rrsoreo o James Chih-Hsin Yang, M.D.,Ph.D. ASCO aissisisy
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ANNUAL MEETING

Sunvozertinib

Anti-tumor Efficacy

Tumor Response Per IRC

300 mg
(N =107)

Best ORR (%) with 97.5% CI

53.3 (42.0, 64.3)

Confirmed ORR (%) with 97.5% ClI

44.9 (34.0, 56.1)

Best Response, n (%)

Complete response

3(2.8)

Complete response (confirmed)

2 (1.9)

Partial response

54 (50.5)

Partial response (confirmed)

46 (43.0)

Partial response (pending for confirmation)

4 (3.7)

Stable disease

39 (36.4)

[ Treatment Group: 300 mg - All (N = 106)]

Progressive disease

8 (7.5)

Not evaluable

3(2.8)

As of March 22, 2024, per IRC assessment, the best ORR was 53.3% (44.9% confirmed, and additional 3.7% pending confirmation). Two (1.9%)
patients achieved complete response (both confirmed).

The median DoR has not been reached, and the 9-month DoR rate was 57%.

Anti-tumor efficacy was observed regardless of amivantamab treatment. The best ORRs in patients with or without prior amivantamab treatment were

50% and 53.8%, respectively.

2024 ASCO #ASCO24 presentep B: James Chih-Hsin Yang, M.D., Ph.D.
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Sunvozertinib

Safety

Safety findings were similar to what has been
Common (2 2%) 2 grade 3 TRAE, n (n%) 300 mg L g

(N=111) previously reported in other sunvozertinib clinical

. studies
Diarrhea 191

TRAEs leading to drug dose reduction and treatment

Bloou Ereainepresphiokinase increased 12:10.9) discontinuation were 36.0% and 6.3%, respectively

Anaemia il At 300 mg, the most common TRAEs included

Rash 4 (3.6) diarrhea and CPK increased, etc.
Lipase increased 4 (3.6) The majority of common TRAEs were of grade 1 or 2

Neutrophil count decreased 3 and chinically manageable

(2.7)

CTCAE: Common Terminology Criteria for Adverse Events; TRAE: Treatment-related Adverse Event.
*1.8% = grade 3 ILD, no fatal case.
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Summary

» WU-KONG1B study achieved its primary objective, with manageable safety profile in platinum-based
chemotherapy pretreated NSCLC with EGFR exon20ins.

« Efficacy:
o The confirmed ORR was 44.9% with additional 3.7% pending confirmation per IRC assessment.
o The efficacy was durable. The 9-month DoR rate was 57%.
o Anti-tumor efficacy was observed regardless of prior amivantamab treatment.
« Safety:
o Similar AE profile to previously reported

» A phase lll, multinational, randomized study (WU-KONG28, NCT05668988) is ongoing to assess
sunvozertinib versus platinum-based chemotherapy in NSCLC patients with EGFR exon20ins NSCLC in
the 1st line.

2024 ASCO #ASCO24 presente Bv: James Chih-Hsin Yang, M.D., Ph.D. ASCO) ey
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Atypical EGFR mutations: more than just G719X, L861Q, S768I

LL6

838 patients randomly assigned
or treated in LL2, LL3, and

v

100 uncommon mutations

v

75 given afatinib

v

25 given chemotherapy

v

v

v

38 group 1: point mutations
and duplications, or both, in
exons 18-21
12 Leu861GIn alone

8 Gly719Xaa alone

5 Gly719Xaa + Ser768lle

3 Gly719Xaa +Leu861GIn

2 Glu709Gly or Val +
Leu858Arg

2 Ser768lle +Leu858Arg

1 Ser768lle alone

1 Leu861Pro alone

1Pro848Leu alone

1 Arg776His + Leu858Arg

1Leu861GIn+del19

1Lys739_1744dup6

14 group 2: de-novo Thr790Met
6 Thr790Met + Leu858Arg
3 Thr790Met alone
3 Thr790Met +del19
1 Thr790Met + Gly719Xaa
1 Thr790Met +Leu858Arg +
Gly719Xaa

23 group 3: exon 20 insertions

ATLANTA———
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Maximum decrease from baseline (%)
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Patient index sorted by maximum % decrease in descending order

Yang, et al. Lancet Oncology, 2015.
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Atypical EGFR mutations: G719X, L861Q, S768I

B
100 _*E Median (months); (95%Cl)
T — Group1 19-4 (16-4-26.9) FDA approval of afatinib for group one
— Group 2 14-9 (8-1-24-9) : : : ;
. — Group3 92 (41.142) atypical point mutations:
0 —— Chemotherapy 30-2 (13-0-42-3)
£ 60-
S
z
g 404
(@)
20 -
0 I I | I I | I | I | I | I I ] I | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)
Number at risk
Group 1 38 35 32 32 3130 21 16 13 12 11 7 4 2 1 1 1 1 0
Group 2 14 12 2 8 8 6 6 5 5 3 3 1 0 0 0 0 0O 0 O
Group 3 23 18 13 12 9 7 7 6 5 3 2 1 0 0 0 0 0O 0 O
Chemotherapy 25 23 21 19 18 17 17 15 14 13 12 10 7 4 1 0 O 0 O
ATLANTA
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Atypical EGFR mutations:

Classical-like Description Representative Drug
M P-loop  oC-helix M Hydrophobic core mutations selectivity
Distal to drug- Ex19dels
binding pocket S720P
L861Q/R Intermediate
Modest to no il
K754E ~
impact on drug T725M
binding L833F/V
A763insFQEA
A763insLQEA Ex20ins-active
Proximal to drug- ~ Primary
binding pocket G719X
S768l
L747P/S
Direct or indirect V769L
impact on drug E709_T710 delinsD —
binding via : gL dEt
modegte Acquired Ex20ins-active
. C797S
displacement of L792H
P-'OOp and/or G724S
aC-helix L718X
T854I

ATLANTA———

Robichaux, J.P., Le, X., Vijayan, R.S.K. e

t
m classification predicts drug response in EGF
= LUNG CANCER SYMPOSIUM NSCLC. Nature 597, 732-737 (2021).

a

.
R-

Structure-based
mutant

structure determines TKI response

For example, L718Q,
S768l, and T854|
correspond to exons 18,
20, and 21, respectively,
but are all PACC
mutations with similar
structural effects on
drug binding
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Response to osimertinib : EGFR atypicals + exon 20
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Ji et al. JTO Clin Res Rep. 2023 Mar

50 patients at 6 US institutions
Excluded common EGFR

Median Time to treatment
discontinuation varied among patients
with L861Q (17.2 mo),

G719X (7.8 mo),

exon 20 insertion (1.5 mo) mutations.

Because of tolerance osimertinib also

used for certain atypical EGFR
mutations

QPACE Bio Ascend’
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9984841/

BDTX-1535 Preliminary Phase 2 Data in Recurrent Setting

Patients with non-classical driver mutations after <2
prior lines of therapy with osimertinib as the preferred
prior EGFR TKI

Cohort 1
(up to 40 pts)

<

Patients with acquired resistance C797S after <2 prior
lines of therapy with osimertinib as the only prior EGFR =
TKI

Cohort 2
(up to 40 pts)

‘ Patients with non-classical driver mutations and no
(up to 40 pts} prior treatment

ATLANTA
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BDTX-1535 Phase 2 Trial Reveals a Broad Spectrum of
EGFR Mutations Found in Patients Who had Received Prior EGFR TKI Therapy

2195 Exon 19del C797S ‘ \

2184 Exon 19del C797S H

2007 Exon 19del c7978 = 1

2110 L858R L833V crors 0 @ | e

2160 L858R R108K c797s e 3 10patients ™

2179 L858R Y1016C c797s S with C797S .

2158 L747_A750delinsP* C797S @ | TeeesseefEn

2169 L747_P753delinsS * c797s = 19 of 22 patients with
2207 L747_A755delinsSKD* c797s -

2118 L747_T751del”; V834L c797s i J PACC-NCM or C797S
2115 L858R L718V [ ) \ mutations
2199 L858R E709A ' ___________________

2152 Gres;s7esl  EE ] B e e ke npta L,

2172 G719A; S768I 9 patlents with : " S

2181 G719A; 5768l & L, PACC-NCM .~ 3

2124 E709.T710delnsD = A | | et

2197 K745_E746insIPVAIK K745N '

2208 V774M; S768I

Siss L718V L747_P(7;g§g:lmss 5

2203 L747P_P753delinS*

2101 L861Q"

2188 L861R"; L62R

All mutations identified with standard tumor biomarker testing
(via NGS) currently done in oncology clinics

#includes Ex19del (E746_A750) and L858R; *Includes atypical Ex19dels with variable sensitivity to osimertinib (Heymach et al ESMO 2024)
Aosimertinib-sensitive mutations (Robichaux et al Nature 2021, Heymach et al ESMO 2024)

n
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BDTX-1535 Phase 2 Preliminary Waterfall Plot
Preliminary ORR 42% in patients with PACC-NCM and/or C797S

Best response SD SD SD SD SD SD SD R M
Sum Target Lesion (mm) 22 89 48 46 46 51 159 24 77 75 71 63 29 40 46 55 41
60= l Cohort 1- NCM: 4/9 pts w/ responses
40 - l Cohort 2- C797S: 4/10 pts w/ responses
m) Remains on therapy
g 20—
=
s » O w» w» » » = = = » » O ®» w» »
5 a
a
o
@ 204
=
§ 40 -
g -
-60—
-80 -
-100 -

Patient ID

Cassical | 5o+ [ B cc: B s oo

K745N L747_P753
Ex19Ins- L747_P753 L747_A750 G719A delinsS Y1016C G719A 1718V V774M  L747_A755
IPVAIK delinsS delinsP S768I L718V S768l S768l delinsSKD

K745N G930R

mEGFR* E709A E19delinsD  R108K

s I oo o B oo B oo 7975 | | cr9rs cr97s ‘
(o] (o] (o] (o] (o] (o] O+Cis+Pem Osi O+B C+pac (o] (o] (0] A (0] (0] (0] (o]
Duration, months 19.6 1.5 25.8 20.8 22.8 23:5 14 19.0 67.5 13 5.1 249 38.3 13.9 14.1 15.8 50.0 8.5
Prior 2L 0+C+Pem O+C+Pac O+C+Pem Osi 0O+C+Pem | HER3-Dxd 0+C+:em+ C+Pac
Duration, months 6.4 6.9 4.0 16.8 3.0 0.8 26.6 1.8
Off-Pathway
RTK MAPK PI3K RTK TK/MAPK
Detected
ATLANTA—
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EA5182 Available Through ECOG-ACRIN Cancer Research Group

Randomized Phase Il Study of Combination Osimertinib (AZD9291) and Bevacizumab
versus Osimertinib (AZD9291) Alone as First-Line Treatment for Patients
with Metastatic EGFR-Mutant Non-Small Cell Lung Cancer (NSCLC)

Stratification Factors: R2 Includes: EZ/09X, G719X, exon 19
* Presence or absence of A s insertions, L861Q, S768I
brain metastasis Arm A"~ 5
e EGFR exon 19 deletion/ N | —
L858R vs. other 5 — OS|me_rt|n|b 80 mg —P 0
e ECOG PS 0-1vs 2 5 Fe by L
L
Metastatic M
EGFR-positve —————p | )
NSCLC' W
z Arm B**
A Osimertinib 80 mg !
T ——> PO Daily; —>
I Bevacizumab 15 mg/ P
0 kg IV every 3 weeks
N

Accrual Goal = 300 patients
Cycle = 3 weeks (21 days)

1. Patients are eligible to enroll if they are within their first 3 weeks of osimertinib and are registered
prior to 3 weeks on treatment.

2.Randomizationis 1:1 for Arms A and B.

3. Imaging will be obtained every 3 cycles (9 weeks).

4. Patients wil continue on study treatment until progressive disease or unacceptable toxicity.

5. All patients, including those who discontinue protocol therapy early, will be followed until progression, AA
even if non-protoc ol therapy is initiated, and for survival for 10 years from date of registration. Q PACE 28 Bio Ascend
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Conclusions in Oct 2024:
EGFR exon 20:

Frontline: Platinum doublet plus amivantamab per PAPILLON trial
Subsequent: clinical trial; EA5162 Osimertinib 160mg, docetaxel +/- ramicurimab

Atypical EGFR mutations:

Afatinib for G719X, L861Q, S768l. Consider starting at lower dose 30mg
Consider osimertinib or EA5182 osimertinib +/- bevacizumab

Consider structure/functional subgroup for predicted TKI response

BDTX-1535 trial soon to open at Emory with frontline slots

, ATLANTA
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