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* EGFR (Ex19del, L858R)

— OAO03.03: Aumolertinib plus anlotinib in advanced NSCLC with brain metastasis: a
single-arm, phase Il study

— PL03.13: FLAURA 2: Osimertinib with/without platinum-based chemotherapy
as first-line treatment in patients with EGFRm advanced NSCLC

— MA13.06: Amivantamab, Lazertinib plus platinum-based chemotherapy in
EGFR-mutated advanced NSCLC: Updated results from CHRYSALIS-2

— OAO05.03: Patritumab Deruxtecan (HER3-DXd) in EGFR-mutated NSCLC following
EGFRTKI and platinum-based chemotherapy: HERTHENA-Lung01

— MA13.03: BBT-176, a 4t generation EGFR TKI, for progressed NSCLC after EGFR
TKI therapy: updated report from a phase 1 study

— MAO04.04: A novel anti-EGFR/CD3 bispecific antibody exhibits potent efficacy for
Osimertinib-resistant NSCLC
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Osimertinib With / Without Platinum-Based
Chemotherapy as First-Line Treatment in
Patients with EGFRm Advanced NSCLC
(FLAURA2)

‘Pcof Pasl A_Jinne!, Prof David Planchard?, Prof Ying Cheng?, Dr James Chih-Hsin Yang", Dr Noriko Yanagitani, Prof Sang-We Kim", Dr Shunichi Sugawara’,

FLAURAZ2 Phase lll study design

Safety run-in period (N = 30)
Published in ESMO Open, 20211

Osimertinib 80 mg (QD)

+ pemetrexed 500 mg/m?
0 + carboplatin AUCS Maintenance e
- . or cisplatin 75mg/m? osimertinib 80 mg (QD)
Pationts with uni_:raata:l locally (Q3W for 4 cycles for + pemetrexed (Q3W)t
advanced /| metastatic EGFRm NSCLC - E
Stratification by: platinum-based Follow-up:

Key inclusion criteria: * Race (Chinese Asian / treatments) « RECIST 1.1 assessment at
+ Aged =18 vears (Japan: 220 vears non-Chinese Asian/  _ 6 and 12 weeks, then every .
Ag years (Jap it non-Asian) Randomization g 12 weeks until RECIST 1.1

+ Pathologically confirmed non- S '
progression or other withdrawal

test)
» Ex19del / L858R (local / central test) Lo
« WHOPSO0/1 * WHOPS (0/1) Osimertinib 80 mg (QD) L Nl

« No prior systemic therapy for advanced
NSCLC
* Stable CNS metastases were allowed® .« Primary endpoint: PFS (by investigator and BICR assessment per RECIST 1.1)§

« CT/MRI i
E scan at baseline + Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v3) and PFS2+

Pasi Janne, et al.
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+ Median PFS was improved by 8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy + Median PFS was improved by 9.5 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy
Median PFS, months (95% CI) Median PFS, months (95% CI)
= 109 Osimertinib + platinum-pemetrexed 25.5 (24.7, NC) s 101 Osimertinib + platinum-pemetrexed 29.4 (25.1, NC)
'?_- 0.9 - Osimertinib monotherapy 16.7 (14.1, 21.3) % 0.9 Osimertinib monotherapy 19.9 (16.6, 25.3)
2 HR (95% CI) 0.62 (0.49, 0.79); 2 HR (95% CI) 0.62 (0.48, 0.80);
E 0.8 = p<0.0001 § 0.8 = p = 0.0002
E 0.7 5 Overall maturity: 51% E 0.7 - Overall maturity: 43%
.g Median follow-up for PFS*, menths (range): o Median follow-up for PFS*, months (range):
E 0.6 - Osimertinib + platinum-pemetrexed, 19.5 (0-33.3) 2 06 - 1 Osimertinib + platinum-pemetrexed, 19.4 (0-33.2)
Osimertinib monotherapy, 16.5 (0-33.1) § 1 Osimertinib monotherapy, 14.6 (0-33.2)
g 05+ 2 05+ H r
o a 1
5 044 5 0.4 !
1
g 0.3 1 1 E 0.3 = 1
3 ! 3 !
8 02+ i 3 o024 1
2 ! [ 1
& 01 H L 54 !
H !
0 1 1 J I J I ! ! ! ! ! 0 T T T T T T T T T T T 1
0 12 15 18 21 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:
l 279 207 187 165 133 42 21 3 0 279 255 242 223 207 184 158 128 81 39 20 3 0
278 178 148 119 94 48 21 1 0 278 247 218 195 169 139 116 88 59 42 18 2 0

Pasi Janne, et al.
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« PFS benefit was consistent across all pre-defined subgroups
Osimertinib + Osimertinib
Subgrou platinum-p herap HR (95% CI
P (Events | patients)  (Events / patients) ¢ )
P Strafified log-rank 120/ 279 166/278 [T 0.62(0.49, 0.79)
Patent Unadjusted Cox PH 120/ 279 166/ 278 .~ 0.62(0.49, 0.78)
sex Male 51/106 731109 — w1 0.54(0.37, 0.77)
Female 69/173 93/169 w1 0.67 (0.49, 0.92)
Chinese Asian 26/71 43169 PR | 0.49 (0.30, 0.81)
Race Non-Chinese Asian 54/107 65/107 w1 0.76 (0.53, 1.09)
Non-Asian 40/101 58/102 o | 0.55(0.37, 0.83)
Central 52/121 67/119 —a—1L 0.73 (0.51, 1.05)
EGFR mutation testmethod |, 68/158 99/159 — . : 0.55 (0.40, 0.74)
<65 years 731174 97/166 L 0.59 (0.44, 0.80)
Age a screening 65 years 47/105 69/112 ._._{ 0.68 (0.47, 0.98)
Yes 43791 57197 — 0.63 (0.42, 0.94)
Smoking history Mo 771188 109/ 181 R : 0.61(0.46, 0.82)
Ex19del 65/172 94/169 PR 0.60 (0.44, 0.83)
o
EoAIT IS L8seR 55/106 70/107 —. : 0.63 (0.4, 0.90)
WHO PS 0 487101 57/102 —. 0.79 (0.54, 1.16)
1 72/178 109/ 176 — 0.53(0.39, 0.72)
Yes 52/116 79/110 —a— 0.47 (0.33, 0.66)
o e b 1
CHS status & baseline No 68/163 871168 [ — 0.75(0.55, 1.03)
0.1 0.5 1

Favors esimertinib + platint 1 Favors osimertinib
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* with / without CNS metast t baseli
PFS* with / withou etastases at baseline
With CNS metastases Without CNS metastases
Median PFS, months (95% CI) Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed  24.9 (22.0, NC) O nib + platir P d 27.6(24.7, NC)
Osimertinib monotherapy 13.8(11.0,16.7) Osimertinib monotherapy 21.0(16.7, 30.5)
HR (95% CI) 0.47 (0.33, 0.66) HR (95% CI) 0.75 (0.55, 1.03)
= 1.0 1.0
2
9
0.8 0.8
53
Z28 06 06
31
2,2 0.4 0.4
2%
8 o2 0.2
2
2 0 T T T T T T T T T T T 1 0~ T T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
.116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 37 32 21 13 5 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0

Baseline characteristics

= Patient demographics / clinical characteristics were balanced between arms, and almost half of patients had CNS metastases at baseline

Osimertinib + Osimertinib
platinum-pemetrexed monotherapy
Characteristics, %* (n=279)t (n =278)t
Sex: male / female 38/62 39/61
Age: median (range), years 61 (26-83) 62 (30-85)
Race: Chinese Asian / non-Chinese Asian / non-Asian 25/39/35 25/38/ 36
WHO PS: 0/ 1+ 37/62 37/63
Smoking status: never / current / former 67/1/31 65/1/33
Histology: adenocarcinoma /adenosquamous / other 99/1/1 99/0/1
«_EGFR mutation at randomization®: Ex19del / L858R_ 61/38 60/38
Locally advanced | metastanc 5/95 3/97
CCNS metastases.D 42 40
Extra-thoracic visceral metastases 53 54

Baseline tumor size, mean (SD) / median (range), mm

65 (42) / 57 (10-284)

64 (39) / 57 (11-221)

Ex19del L858R
Median PFS, months (95% CI) Median PFS, months (95% CI)
Osimertinib + p d  27.9(25.1,NC) Osimertinib + platinum-pemetrexed  24.7 (19.5, 27.4)
Osimertinib monotherapy 19.4 (16.5, 27.6) Osimertinib monotherapy 13.9 (11.1,19.4)
HR (95% CI) 0.60 (0.4, 0.83) HR (95% CI) 0.63 (0.44, 0.90)
= 10 1.0
2
c
0.8 0.8
%3
28 06 06
-5l
S c
o9 04 0.4
24
o
g o2 0.2
2
a 0 T T T T T T T T T T T 1 0 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 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 172 159 150 142 131 120 103 86 53 23 9 3 0 106 95 91 83 76 67 62 47 31 19 12 0 0
169 152 144 135 117 96 79 63 48 33 16 1 0 107 92 82 68 61 52 40 3 19 15 S5 0 0

PFS* by EGFR mutation type at baseline

Pasi Janne, et al.
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Second progression-free survival Overall survival
® 1.04 1.0
22
85 0.1 0.81
3 @
53
;‘: 061 Median PFS, months (85% Cl) 067 Median OS, months (95% Cl)
% § 0.44 Osimertinib + platinum-pemetrexed 30.6 (29.0, NC) 0.44 Osimertinib + platinum-pemetrexed NR (31.9, NC)
_§ [ | Osimertinib monotherapy 27.8(26.0, NC) | Osimertinib monotherapy NR (NC, NC)
& 8 %27 Hr(es%cy 0.70 (0.52, 0.93); 0.2 4R (95% ¢y 0.90 (0.65, 1.24);
a p=0.0132 p =0.5238*
0 7 7 7 7 7 7 7 7 7 T 7 J 0 7 7 7 T 7 7 7 7 7 7 7 7
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 279 263 254 247 236 220 194 158 107 54 26 3 0 279 267 258 253 244 237 219 191 139 84 46 7 0
278 265 255 246 232 206 166 130 90 58 26 3 0 278 267 260 257 251 244 214 185 133 85 46 10 0
* PFS2 and OS were immature at this interim analysis (34% and 27% data maturity, respectively) T 0 r resp 0 n Se p e r . n e St g ator
g0~ Osimertinib + platinum-pemetrexed (n = 279)* 60 - Osimertinib monotherapy (n = 278)*
&
& 40 404
£ _ L
g&;&" 20 1 204
2e 01 04 BoR:
0 =
o 2 -20- -20 Hcr
‘g% =40 =40 ! PR
g < | MmsD
B
2 =60 4 -60 PD
-
8 -s0 -80- BNE
=100 - -100-
Osimertinib + platinum-pemetrexed Osimertinib monotherapy
n =279 n =278
Objective response rate, % (95% Cl) 83.2(78.2,874) 75.5(70.1, 80.5)
Odds ratio (95% Cl) 1.61(1.06, 2.44)
Complete response, n (%) 1(<1) 2(1)
Partial response, n (%) 231(83) 208 (75)
Stable disease 235 days, n (%) 34 (12) 51(18)
Progression, n (%) 7(3) 12 (4)

Median duration of response, months (95% Cl) 24.0(20.9,27.8) 15.3(12.7,19.4)

Pasi Janne, et al.
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Common adverse events (215% of patients)”

Osimertinib + platinum-pemetrexed (n = 276) Osimertinib monotherapy (n = 275)
Anemia’ 199 I 255 7.7 | 04
Diarrhea 29l 406 404 | 0.4
Nausea 14 418 102 o
Decreased appetite 29[ 279 81 o7 ILD (grouped term) was reported in
RDNAUPOEON A el 8 patients (3%) in the osimertinib
Rash 04) 275 20.7 0
Fati plus platinum-pemetrexed arm and
atigue 29l 246 91 |04
vomiting 14 l 253 62 0 10 pﬂtlents {4%} in the osimertlnlb
Stomatitis 0.4 ] 243 17.8'] 0.4 monotherapy arm (all grades)t
Neutropeniat 18.1 76 W15
Paronychia 0.7 228 262 ] 04
COVID-19¢ [o4]mor 198 142 0
ALT increase 1.4 | 18.8 73 | 0.4
Thrombocytopeniat [22] G 178 91 11
Dry skin 0 18.1 240 0
AST increase 0.4 ] 17.0 4404
Blood creatinine increase Grade 1/2 M Grade 3 0 167 44 0
WBC count decrease M Grade 4 EX) 127 6:27] 0.4 Grade 1/2 M Grade 3
Edema peripheral . . 0 152 44 0 . . |
60 40 20 0 20 40 60

Patients with adverse events, %

« Of most common AEs (occurring in 215% of patients in either arm), all Grade 4 AEs in the osimertinib plus platinum-pemetrexed arm were
hematological toxicities, known to be associated with chemotherapy; there were no common Grade 4 AEs in the monotherapy arm

Pasi Janne, et al.
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Conclusions

= Osimertinib in combination with platinum-pemetrexed has demonstrated a statistically significant and clinically
meaningful improvement in PFS over osimertinib monotherapy in patients with EGFRm advanced NSCLC
(HR: 0.62 [95% CI 0.49, 0.79])

* Median improvements in PFS were 8.8 and 9.5 months with combination vs monotherapy, per investigator and BICR,
respectively (median 25.5 vs 16.7 and 29.4 vs 19.9 months per investigator and BICR, respectively)

* PFS benefits were consistent across all pre-defined subgroups
» PFS2 and OS data were immature at this interim analysis

» The safety profiles were as expected for each treatment and were manageable with standard medical practice

= Further ongoing analyses include CNS response and progression, post-progression endpoints, subsequent therapies,
and ctDNA analyses

Osimertinib plus platinum-pemetrexed offers a new first-line treatment option for patients with
EGFRm advanced NSCLC

Pasi Janne, et al.



MA13.06: Amivantamab, Lazertinib plus platinum-based chemotherapy in EGFR- I
mutated advanced NSCLC: Updated results from CHRYSALIS-2

» Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing activity!-3
+ Lazertinib is a CNS-penetrant, 3d9-generation EGFR TKI with efficacy in activating EGFR mutations, T790M, and brain

metastases**®
» The combination of targeted inhibition of EGFR/MET signaling with

platinum-based chemotherapy could address the diverse and polyclonal

resistance after progression on osimertinib

CHRYSALIS-2 (NCT04077463)

Dosing (21-day cycle)
240 mg daily

1400/1750° mg on C1 D1/D2, C1D8, C1D15,
C2D1; 1750/2100° mg C3+ Q3W

Eligibility
EGFR-mutated,

Lazertinib

advanced NSCLC Amivantamab

post-TKI (max of

Demographic and baseline
disease characteristics, n (%)
Median age, years (range)
Female / male
Race

Asian

White

Black
Exon 19 deletion / LB58R
ECOGPS0NM

61(38-76)
11 (55) / 9 (45)

11 (55)
8 (40)
1(5)

13 (65) /7 (35)

4 (20) / 16 (80)

"
GeCP

ORR and Durability

o e LN N b

Best change in SoD of
target lesions (%)

Best owerall resporse: i P [ 50 [ PO
[Trestment catus: b Omgoing @ Compieten/Dizcantimusa
progressive disenze: pre —— ot

Ejunx
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Investigator-assessed response (n=20)

50%
O (95% CI, 27-73)
Median DOR Not estimable
Ongoing response 8 of 10 responders
DOR =6 months 8 of 10 responders
80%
b
EHE (95% CI, 56-94)

At a median follow-up of 131 months, 11 (55%) patients
remain on treatment

5 =
Qe =
3 prior lines) Chemotherapy Carboplatin (AUCS5; stopped after 4 cycles) History of brain metastases 12 (60) i% : + 3 of 7 patients with SD as best response had SD duration
Pemeirexed (500 mg/m?) until disease progression Median no. of prior lines® (range) 1(1-3) g.g Y =6 months, 2 of which remain on treatment
" Endpo ints T 1 Prior therapy® 55 - = + Atotal of 5 patients were treated beyond investigator-
i %ﬂem}i (primary)- Duration of response - Progression-free survival | 1=/2".-generation EGFR TKI 9 (45) = - assessed p[rlogression‘fwith incremgnlal med\ar? treatment
| - Obijective response rate - Clinical benefit ratec - Overall survival 1 Osimertinib 14 (70) - duration after progression of 4.2 months (range, 3.1-7.1)
e e o E e oo ! Platinum-based chemotherapy= 5 (25) " T T T T - - T "
- | Months =
Associated with EGFR inhibition
Rash 15 (75) 1(5) PFS and OS
Paronychia 12 (60) 0
Stomatitis 12 (60) 0
Dermatitis acneiform 8 (40) 2(10)
Diarrhea 6 (30) 1(5) PFSab Qsb
Associated with MET inhibition
Hypoalbuminemia 8 (40) 2 (10) 100 Median PFS<: 14.0 months 1004 6 months Median OS: NE
Other (95% Cl, 4.3-NE)
[Neutropenia 18 (90) 14 (70) | g gl 6 months 80 5 s
IRR 13 (65) 0 o 1 year 5 s 1year
Fatigue 10 (50) 5(25) § El g
VBT 10 (50) 0 gn 60 4o 5 600 -|
COVID-19 8 (40) 0 g_ g
[ Thrombocytopenia 8 (40) 525 | P 40 2z 40 -
Constipation 7 (35) 0 g &
Decreased appetite 7 (35) 1(5) o ¥
Leukopenia 7 (35) 4(20) s 20 20
Alanine aminotransferase increased 6 (30) 0
Anemia 6 (30) 2(10) 0 . : . : . 0 . . ; .
Pulmonary embolism 6 (30) 1(5) 0 3 6 9 12 15 18 0 E] 6 9 12 15 18
Aspartate aminotransferase increased 5(25) 0 Months since first dose Meonths since first dose
E:::;I;ap:;n g Egg; g Mo, at risk 0 & 13 10 7 2 a Ne. at risk 20 1] 16 15 12 3 a
Hemorrhoids 5(25) 0
Peripheral sensory neuropathy 5(25) 0

Se-Hoon Lee, et al.
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Amivantamab, lazertinib plus chemotherapy? among EGFR-mutant NSCLC after TKI demonstrated:
— An ORR of 50% and median PFS of 14.0 months

Treatment — The median DOR and OS were not estimable, with 80% of patients alive at 1 year, suggesting
benefits immune-driven durability

No new safety signals were seen; the safety profile was consistent with that of the individual components

Given the reduction in cytopenia events after completion of carboplatin therapy, additive cytotoxicity
arising from carboplatin plus targeted therapies requires further investigation

Combining amivantamab, lazertinib plus chemotherapy? is promising and likely addresses the diverse
and polyclonal resistance emerging after progression on osimertinib

The safety and efficacy of this regimen is being evaluated in the phase 3, randomized, MARIPOSA-2
study (NCT04388295) in the post-osimertinib setting

e Key

1ELCEWENY
& next
steps

Se-Hoon Lee, et al.
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HER3-DXd IV Q3W
Patient population Fixed dose Enroliment
5.6 mg/kg continued
' N=225)b
» Advanced EGFR-mutated NSCLC ( . .
= ) ¢ t svstemic th February 18,2021 ————— -+ February 18, 2022 Primary endpoint
» Progression on most recent systemic thera
9 centsy Py R - cORR by BICR
* Prior EGFR TKI and prior platinum-based Ab 1Sion poin I
chemotherapy (amended protocol required phase 1 data supported the I .
prior osimertinib) closure of the uptitration arm " endpoint
. Inaf:tive or previously treated asymptomatic Uptitration | Enrollment + DOR by BICR
brain metastases allowed gg}fi-g mgtg discontinued [
» Pretreatment tumor tissue required® C3D1 and later cycles: 6.4mglkg | (N=50)°
January 18, 2021 # September 16, 2021
Primary data cutoff, 21 Nov 20224 - -
Snapshot data cutoff, 18 May 2023 (additional 6 months follow-up) HER3-DXd is an ADC composed of 3 parts'-.
Data are presented for the 5.6-mg/kg fixed-dose arm * Afully .human a“t"!"EB_S IgG1 mAb (patritumab)
Efficacy from snapshot data cutoff—median study follow-up, 18.9 (range, 14.9-27.5) months + Atopoisomerase | inhibitor payload (DXd)
Safety from primary data cutoffi—median treatment duration, 5.5 (range, 0.7-18.2) months + A tetrapeptide-based cleavable linker that covalently
bonds the other 2 components
Deruxtecan“‘
3% .- . }MN‘A"’YNYJ‘""‘YN“’QJ"“ S
Cleavable tetrapeptide-based Ilnker ”‘cg%ﬂ’
TopoiFsomerase | inhibitor
pavioad (Dxd)

Helena Yu, et al.




OA05.03: Patritumab Deruxtecan (HER3-DXd) in EGFR-mutated NSCLC following —_—
EGFRTKI and platinum-based chemotherapy: HERTHENA-LungO1 GecCP

orior EGER TKI S“bsitgwétgm Intracranial Responses (by CNS BICR) Observed With HER3-DXd
rior prior
:::fs'[ln:;garle sponses E:{E};E?d PBC IHEZEII]I;? PBC Intracranial Efficacy of HER3-DXd in Patients With Brain Metastases at Baseline
cORR (95% CI), % 29.8 (23.9-36.2) 29.2(23.1-35.9) Patients with brain Partial CNS Response in a Patient With a
metastasis at baseline Measurable CNS BICR Target Lesion
CR 1(0.4) 1(0.9) Intracranial response by CNS BICR and no prior radiotherapy Screening Day 167
per CNS RECIST (N=30)s . ot
Best overall PR 66 (29.3) 60 (28.7) Confirmed ORR (95% Cl), % 33.3(17.3-52.8)
response sDe 99 (44.0) 91 (43.5) CR, n (%) 9 (30.00°
BICR), n (% PR, n (% 1(33
(BICR), n (%) PD 43 (19.1) 41(19.6) o) (32)
SD, n (%)° 13 (43.3)
NEP 16 (7.1) 16 (7.7) PD, n (%) 4(13.3)
DCR (95% Cl), % 73.8 (67.5-79.4) 72.7 (66.2-78.6) NE, n (%) 3(10.0)
: DCR (95% Cl), % 76.7 (57.7-90.1)
DOR, median (95% CI), mo 6.4 (4.9-7.8) 6.4 (5.2-78) DOR, median (95% CI), mo 84(58-92)
PFS, median (95% CI), mo 55 (5.1-5.9) 55 (5.1-6.4) Mectan sty olow-up, 188 tange, 14927 5) monihs
0S5, median (95% CI), mo M9 (11.2-13.1) 11.9(10.9-13.1)
[ausea 3% B83% 66%
Any TEAE n. To) " " " n 22499 6) Thrombocytopenia (grouped PT)* 21% 23% 44%
I Associated with treatment discontinuation® 16 (7.1) | Decreased-appefite 3% — )
Associated with treatment dose reduction 48 (21.3) Neut , ZEP N
Associated with treatment dose interruption 91 (40.4) eutropenia (grouped PT)" FEgese ™ 1a% - 36%
Grade >3 TEAE, n (%) 146 (64.9) e C°"S‘;F:'F',°"c —
Treatment-related TEAE, n (%) 215 (95.6) nemia (grouped PT) 3%
Associated with death® 4(18) Fafigue o% 20w 31%
Grade =3 102 (45.3) 8‘3”;": e 2% 5_';:
Serious TEAE 34 (15.1) i omiling RN
'Adjudicated interstitial lung disease, n (%) Leukopenia (gmlﬁe‘j PTY" G 2%
[All were adjudicated as treatment-related] 12(53) opeca EEE—— 2576
=l o e I o
gﬁ:g ggg; Aspartate aminotransferase increased 1% 18%  17%
: i Grade 23
Grade 4 0 Hypokalemia 5% 12% 17% e
Grade 5 1(0.4) ) ) Coughc 8% 16% ra
Primary data cutoff, 21 Nov 2022, Abdominal Pain (grouped PT) ) 16% 155% | | | |
Median freatment duration: 5.5 (range, 0.7-18.2) months. 0% 20% 40% 60% 80% 100%
Proportion of patients

Any hematologic toxicities typically occurred early in treatment, were transient, and were not associated with clinical sequelae
CICHERTACIXCT y g typically y : , and w q
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+ HERS3-DXd provided clinically meaningful and durable efficacy (cORR, 29.8%) in patients with advanced EGFR-
mutated NSCLC that progressed following EGFR TKI and platinum-based chemotherapy; efficacy was observed
across diverse mechanisms of EGFR TKI resistance and across a broad range of pretreatment tumor HER3
membrane expression

+ HER3-DXd showed clinically meaningful intracranial antitumor activity in patients with untreated brain metastases
— Intracranial cORR, 33.3%
— Intracranial DCR, 76.7%

* The safety profile of HER3-DXd in this population of heavily pretreated patients was manageable and tolerable

and was consistent with previous reports
— TEAE associated with treatment discontinuation, 7.1%
— Adjudicated treatment-related ILD, 5.3%

« HER3-DXd has emerged as a promising therapy for patients with EGFR-mutated NSCLC after the failure of
EGFR TKI and platinum-based chemotherapy, for whom available treatment options provide only limited efficacy

®HERTHENA-LungO01, a Phase Il Trial of Patritumab
Deruxtecan (HER3-DXd) in Epidermal Growth Factor
Receptor—Mutated Non—Small-Cell Lung Cancer After
Epidermal Growth Factor Receptor Tyrosine Kinase Inhibitor
Therapy and Platinum-Based Chemotherapy

Helena A. Yu, MD (3); Yasushi Goto, MD? (3); Hidetoshi Hayashi, MD, PhD? (3); Enriqueta Felip, MD, PhD* ((; James Chih-Hsin Yang, MD, PhD*® () ;

Helena Yu, et al.
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 EGFR (uncommon mutations)

— MA13.04: Final overall survival analysis of osimertinib for patients with NSCLC
harboring uncommon EGFR mutations (KCSG-LU15-09)

— MA13.11: Lazertinib for patients with NSCLC harboring uncommon EGFR
mutations: a single-arm, phase Il multi-center trial




MA13.04: Final overall survival analysis of osimertinib for patients with NSCLC e
harboring uncommon EGFR mutations (KCSG-LU15-09) GeCP

lung cancer
research

Adverse events

Study design (NCT03424759 U
* Cycle delay : 7/35 (20%
Phase 2, open-label, single arm, multi-center study. 36 patients, 7 hospitals, Mar 2016 ~ Oct 2017. - reason fovr dose delay Rash 12(34) 9(26) 39 0 0
First patient dosed - April 5, 2016 Data cut-off - Nov 30, 2021 : 3 (adverse event), Anorexia 8 (23) 3(9) 5(14) 0 [}
2 (schedule conflict),
Key inclusion criteria : Study objectives : 2 (disease evaluation) Diarrhea 7 (20) 6(17) 103) 0 0
- Histological confirned metastatic o recurred SrTLEI __
NSCLC (stage IV) — - —_ - Objective response rate * Dose adjustment :1/35 {3%1 Pruritis 5(14) 4(11) 1(3) 0 0
- Activating EGFR mutation other than exon 19 = SERITITE I : 1 (adverse event) Constipation 4(11) 2 (6) 2(6) 0 0
) _ ) - Progression-free survival,
. E;?;%BEEWM and Exon 20 inserton Overall survival, . T;l:a:'n::nt disoo;ltiGn:ation : 1,’5::. (}3%] Mucositis 3(9) 1(3) 2 (6) 1] 0
Safety profile, : 1 (adverse event, G3 pneumonitis
: Ei'xp‘f:ﬂl;:“m'de’ O — Elevated AST/ALT 2(6) 0 0 0 2 (6)
Thrombocytopenia 3(9) 1(3) 0 2 (6) 0
dyspnea 2(6) 1(3) 2(6) 0 0 f
-
Final Overall Survival Analysis Conclusions
simertinib (n= N __| - - - - .- .
L Median OS 27.0m *Osimertinib continued to show favorable activity after long-term
Opreveresponse e B oo N |H follow-up in patients with NSCLC harboring uncommon EGFR
Disease control rate (95% CI) 89% (78, 99) - mutatlons
Median progression-free survival, months 0(57, 10. 0 1
ENE ents L, _ Median OS 27.0m (95%ClI, 18.5-33.5), Median DOR 13.5m (range 1.0-43.0)
Median overall survival, months {95% CI) 27.0 (19.3,34.7) e i 'Ll
gle}dian duration of response, months (95% 13.0 (9.1, 16.9) i L_
B0l o STl MO | 16085, 235) N | * Osimertinib had manageable safety profile, consistent with
“Median follow-up duraton; 61.0 months | previous reports; no new safety signals were identified

Jang Ho Cho, et al.



MA13.11: Lazertinib for patients with NSCLC harboring uncommon EGFR mutations: a = —== ).
single-arm, phase Il multi-center trial

GeCP

lung cancer

STUDY DESIGN

/ Key Inclusion Criteria \

(n=36)

1. Biopsy proven NSCLC

2. TKI naive patients

3. Confirmed uncommon
EGFR mutations
without common EGFR
mutations (19del, LESER,
T790M, and exon 20

\\ insertion) via liguid c-rtissu:e/

240mg of lazertinib A Liquid biopsy for cell-free DNA

1 cycle of 21 days evaluation
At time pulnt of
CT CcT cT disease progression
scan scan scan

Thoracic (+/- abdomen, neck) radiclogical assessment will be
conducted every & weeks until cycle 8 and every 12 weeks thereafter

= Uncommon EGFR mutation is defined as point mutation or duplication in exon 18-21 other than EGFR del19, L858R, T790M and exon 20

insertion.
= List of uncommon EGFR mutations eligible for the study:

G719X, 5768, L861Q, GT19X + ST68I, G7T19X + L861Q), LBE61Q + S768I, L747S, S720A, ET09A, exon 18 deletion
= Primary endpoint: Objective response rate (HO: 20%, H1: 40%)

Secondary endpoint: PFS, OS, safety profile, resistance mechanisms based on the liquid NGS test

Ve

research

SAFETY PROFILE

+ Reason for permanent discontinuation:

Patients with dose N (%) Gr 2 pneumonitis
mOdlﬁcaFlon - + Reasons for dose reduction include following Gr 1 or 2
Temporally dose interruption | 9 (26.5) AEs:
. Peripheral neuropathy, Fatigue, Mucosal inflammation,
Dose reduction to 160mg 12 {35'3) Myalgia, Bone pain, Paronychia, Dermatitis, Muscle spasm,
Permanent discontinuation 1(2.9) Paresthesia, Asthenia, Decreased appetite, Headache,

Insomnia, Nausea, Rash, Skin laceration

RESULT (pata cut-off, Mar 24th 2023)

CONCLUSIONS

* This study includes the preliminary results of 34 patients (out of 36 patients) with uncommon
EGFR mutation who were treated with 240mg Lazertinib as 1% line.

Median follow-up duration 6.83 months (95% Cl 4.76 — 8.08)
* The objective response rate was 44.1%, the disease control rate was 85.3%, and median PFS was

7.69 months (95% Cl 4.44-NA)
G719X (n=13): ORR 53.8%
1861Q (n = 11): ORR 54.6%

* The safety profile of Lazertinib in the study population was similar to previous reports.

* 42.4% of baseline liquid biopsy detects the same uncommon EGFR mutation that has been

detected with other methods used for screening tests.

* The final analysis including the resistance mechanism will be presented in the future m

Number of events: 10

Type N(%) Best response N(%) ORR
* Median follow-up duration: 6.83 months (95% Cl 4.76 — 8.08) g3 [lompleteresponse |-
i i G719X Partial 7(53.85) 53.8%
+ Objective response rate: 44 1% (38.24) [Stable disease 6(36.15) -
+ Disease control rate: 85.3% Progressive disease -
Complete response
1 Fartial 1{100.00)
1.00 5768 (2.04) Stable disease - 100%
Progressive disease N
0,75 Compiete response =
1 Partial 6[54.55)
w L8610 32.35 Stable disease 3(27.27) 54.6%
& 050 (32.35) [ progressive disease -
NA 2[18.18)
025 ;arﬁrl Eg:_nm 1{33.33)
. al nse
' G719X + 3 Stable disease 33.3%
0.00 ' 5768l (8-82)  [progressive disesse
0 2 4 3 8 NA 2(66.67)
Months Complete response
. Exonid 5 Partial
= Number at risk del (14.71) |Stable disease 4(20.00) 0%
B oaq 34 28 17 8 0 Progressive disease 1(20.00)
“ 0 2 4 3 8 | Complete respanse |
. WMonths o Ex?:s v {2.19-4} ;::Iael diseaze 1{100.00) w‘?)
Median PFS: 7.69 months (95% CI 4.44 - NA) Progressive disease (

- )7

Sehhoon Park, et al.
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* Novel 39 gen-EGFR-TKI
Furmonertinib

* EGFR Exon 20 insertions Ql@ -

— OAO03.04: A phase 1b study of furmonertinib, an oral, brain penetrant, selective
EGFR inhibitor, in patients with advanced NSCLC with EGFR Exon 20 insertions




OA03.04: FAVOUR: A phase 1b study of furmonertinib, an oral, brain penetrant,
selective EGFR inhibitor, in patients with advanced NSCLC with EGFR Exon 20

insertions

niciativa cientffica de:

"
GeCP

lung cancer
research
FAVOUR Study Design in NSCLC EGFR Exon 20 Insertion Confirmed ORR by IRC by Cohort
Key Inclusion Criteria: Treatment naive B A Efficacy by IRC Treatment Naive 240mg Previousl_\'N il'zzi:ed 240mg Previoush—' Treated 160mg
Age > 18 years M Furmonertinib 240mg/day L I Confirmed ORR, % (95% CT) 462% (6.59%. 66 63%) 38.5% (2§) 23%, 59 43%)
Locally advanced or 1=30 Foll - e Best Response, n (%)
metastatic NSCLC : o ‘:;"“P Death Partial response (PR) 22 (78.6%) 12 (46.2%) 10 (38.5%)
N=90 Previously treated every 6 weeks - .
o ) ] Stable disease (SD) 6 (21.4%) 12 (46.2%) 12 (46.2%)
Htmﬁﬁgﬁxmm Furmonertinib 240mg/day | Follow up : Pro T . i cu
nsert gressive disease (PD) 1} 0 4 (15.4%)
ECOG PS 0-1 =30 * Unal I;'m“’ P‘E“f;"g‘““ Not evaluable/Not done 0/0 1(3.8%)/1(3.8%) 0/0
Randomized 1:1 every 6 weeks (& -
: = DoR, median (months)
=1 measurable lesions L Previously treated . AfterDi pro T (95% CT) 152(8.74, 2484) 13.1 (5.62, 13.80) 9.7(5.59,NA)
Asymptomatic stable CNS Furmonertinib 160mg/day | = Initiation of new therapy: DCR (CR+PR+SD), % o o N o, o " o o,
are all ; 0 0 (+7d) (95% CT) 100.0% (87.66%. 100.00%) 02.3% (74.87%. 99.05%) 84.6% (65.13%, 95.64%)
Endpoints h f b h d " " b
¥ Primary: ORR by IRC assessment; Secondary: DCR_ DoR_ PFS. OS. Depth of response. safety. quality of life (ﬁ\ Dept o Response y CO ortan EGFR Exon 20' ns MUtatlon Su type
Treatment Naive 240 mg QD Previously Treated 240 mg QD Previously Treated 160 mg QD
Most Frequent TRAEs (Incidence = 20%) »
5 10
& o
Treatment-naive 240 mg  Previously Treated 240 mg  Previously Treated 160 mg " III .IIIIII IIII III mi"':d:f::':: !l Response
Preferred Term, Number of Patient(s) (%2) (IN=130) (IN=128) (N=18) g —— Stable Disease
Bg 30 L Progressive Disease
Total Grade=3 Total Grade=3 Total Grade=3 % % -40 il II Nat Eczluable
Diarrhea 22 (73%) 0 24 (86%) 0 9(32%) 2 (T%) o= =0 EGFR Exon 20 Insertion Subtype
Anemia 13 (43%) 0 7(25%) 1(4%) 4(14%) 1(4%) § . ¥ et
Aspartate aminotransferase increased 8(27%) 0 7(25%) 0 10 ( 36%) 0 § A FarLoop Mutations
Alanine aminotransferase increased 7(23%) 0 7(25%) 1(4%) 8 ( 29%) 0 S m F EronzinzType Unkoown
Blood creatinine increased 6 (20%) 0 8 (29%) 0 7(25%) 0 00
Mouth ulceration 9(30%) 1(3%) 4(14%) 0 5(18%) 0 * Responses observed across near loop, far loop and helical Exon20ins mutations
Rash 7{23%) 0 6(21%) 0 4(14%) 0 *  Median maximum tumor reductions are 50.9% (treatment naive), 54.2% (previously treated 240 mg)
Electrocardiogram QT prolonged 8(27%) 1 (3%) 4 (14%) 2 (7%) 2 (7%) 0 and 36.2% (previously treated 160 mg) 3
White blood cell count decreased 6 ( 20%) 1(3%) 5(18%) 0 6(21%) 0 L
Decreased appetite 3(10%) 0 8 (29%) 0 0 0
Weight decreased 3(10%) 0 7(25%) 1 (4%) 3(11%) 0 .. . . w . .
Skin fissures 6(20%) 0 3(11%) 0 0 0 «  Promising efficacy in both treatment naive and previously treated patients
Paronychia 6 (20%) 0 2 (7%) 0 1(4%) 0 *  Well-tolerated safety profile: the most common TRAE observed at the

240mg dose was low-grade diarrhea

Safety profile was consistent with the 80mg dose approved in China for Phase Il study in first-line patients (FURVENT/FURMO-004; NCT05607550)

classical EGFR mutations

Baohui Han, et al.
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* ALK

— OA03.05: A randomized, phase 3 study of iruplinalkib (WX-0593) vs crizotinib in
locally advanced or metastatic ALK+ non-small cell lung cancer (NSCLC)

— MAO6.11: Lorlatinib for previously treated ALK-positive advanced NSCLC:
updated efficacy and safety data from a phase 2 study in China




OA03.05: Arandomized, phase 3 study of iruplinalkib (WX-0593) vs crizotinib in ALK =~ === 4

TKI-naive, locally advanced or metastatic ALK+ non-small cell lung cancer (NSCLC):

INSPIRE

Iruplinalkib 180 mg qd with 7-day lead-in at
60 mg qd

Key Eligibility Criteria

- Stage IIB/IV NSC

= ALK positive centrally confirmed by
FISH (Abbott Molecular), or by local
NMPA-approved tests

- ECOG PS 01

Stratification factors:
Previous chemotherapy regimens (0/1)
Baseline CNS metastases (presentino)
Previous radi y to CNS
(yes/no)

Crizotinib 250 mg bid

Primary endpoint Key secondary endpoints
® [RC-assessed PFS per RECISTv1.1 @ Investigator-assessed PFS

= ALKTKI

- Previously treated with <1
chemotherapy regimen

100% Asian

INSPIRE: Phase III, Open-Label, Randomized, Multicenter Study

Treatment until PD,
intolerable toxicity, and

other reasons for
discontinuation

lung cancer
research

Conclusions

Irupllinalkib demonstrated significantly improved progression-free survival (PFS) vs crizotinib in this preplanned interim
analysis

» median PFS 27.70 vs 14.62 months; hazard ratio (HR)=0.344

. Iruplitrr}al)kib showed high objective response rate (ORR) (93.0%) and responses were durable (median DoR 26.78
months

+ [ruplinalkib showed improved central nervous system (CNS) efficacy vs crizotinib

# Intracranial ORR 90.9% vs 60.0%

# Intracranial response was durable with iruplinalkib (median intracranial DoR 20.14 vs 9.26 months)

Crizotinib 149 07

9

Vel

Hazard ratio (95% CI)
P value (log-rank test)

0.312 (0.215-0.452)
<0.0001

® ORRand DoR (IRC and investigator) + lruplinalkib was well tolerated without new safety signals
Tral fly aceruced 1 2 Desember 2020 ® |[ntracranial ORR (IRC and investigator)
f accrue * 03 - ) " . . -
Toissasty s esares e Gemter for Drug Evaluaton of NUEA (CTRZDTE1231) 3nd Clincatiias. gow (NCTOA632758). o Satey ( + Iruplinalkib may be a new treatment option for patients with advanced ALK-positive and ALK TKI-naive non-small cell ¢
Natoras st Pro £cos e o, R f— lung cancer (NSCLC)
i P e i |
i int: - IRC-assessed DoR (I
Primary Endpoint: IRC-Assessed PFS (ITT) IRC-assessed objective response (ITT)
]::1: — \Cmp\l‘nxl:t
- N o . . . i * Censured
'z 1 T '”;E'_";:L';'h ‘3(":’;';“";'1" IRC-assessed objective response rate (ITT Population) »
d ———- Crizotiniy = -
Lo Iruplinalkib Crizotinib o
80 ] 27.70 14.62 = = g w
g Median PFS (95% CI), mo (26.25-NE) (11.0716.49) (N=143) (N=149) >
E 601 Hazard ratio (98.02% CI) 0.344 (0.226-0.523) Objective response, n (%) 5 i
@ 452 ] Y P value (log-rank test) <0.0001 PR 133 (93.0) 133 (89.3) 10
g 1 - 0
FRE'S oy - ORR, n (%) 133 (93.0) 133 (89.3)
E_—l 201 e Median follow-up 95% CI 87.5-96.6 831937 ‘
g 104 (range) mo = = L] 13 12 13 F - 36 42
= ol r Difference in ORR, % 3.7 (P=0.2694) - Manths after (Mhjective Respanse
Iruplinalkib 23.98 (0-36.9) SD* n (%) 5(35) 9(6.0) i, p
. . ‘ i _ . Crizotinib 24.54(0-33.2) Time to objective response, months, median ~ 1.84 (0.5-11.1)  1.84 (0.9-9.1) Iruplinalkib (N=133) _ Crizotinib (N=133)
0 6 12 18 24 30 3 42 (range) -
S akcn whe Baadoaisdling Median DoR (95% CI), mo  26.78 (26.79-NE)  12.88 (10.97-14.72)
Ir‘\:r:}l:lhh 3 1 103 o . 1, connence wenas; s,

lruplinalkib approved in China (June 2023) for Tx of ALK-positive,
resistant or intolerable advanced NSCLC

crizotinib

Runxiang Yang, et al.
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* ROS-1

— OAO03.06: Repotrectinib in patients with ROS1 fusion-positive (ROS1+) NSCLC:
Update from the pivotal phase 1/2 TRIDENT-1 trial




OA03.06: Repotrectinib in patients with ROS1 fusion-positive (ROS1+) NSCLC: Update =~ J.
from the pivotal phase 1/2 TRIDENT-1 trial Gecp

lung cancer

Phase 1/2 Phase 2 dose expansion cohorts? research
patient eligibility | ROS1+ advanced NSCLC | TKl-naive (N = 71) 1 TKI and no cf (N = 56)

= Locally advanced or

metastatic solid tumors Phase 1* dose RPZD EXP-2 EXP-3 EXP-4

harboring ROST or escalation 160 mg QD x 14 days, # 1 prior ROS1 TKI 2 prior RO51 TKls 1 prior RDS1 TKI G.HR

NTRK1-3 gene fusions* cohorts then 160 mg BID® AND AND AND ?9% 33%
1 prior platinum- no prior chemo no prior chemo

based chemo

(n = 60)* (n = 40)* (n = 60)° CR ln% 5%

= Asymptomatic CHS
metastases allowed

Phase 2 (ROST+ advanced NSCLC cohorts) PR 69% 32%
Primary endpoint SECOmn endpoints

cORR by BICR using RECIST v1.1 - DOR,'CER,!' TTR! SD 15% 41%
- cORR® in TKl-pretreated patients harboring R05 1 G2032R
- PF5,'OS

= icORR by mRECIST v1.1 in patients with measurable brain metastases mFFs 35 ? manths 9 manths

= Safety, patient-reported outcomes

* Primary efficacy population includes patients pooled from phase 12 and 2 who began repotrectinib treatment Intracranial ORR 8995 389%
approximately 14 months prior to data cutoff date of December 19, 2022

v - . TRIDENT-1 Update: Repoirectnib in ROS1+ NSCLL | R . R R
Tumor response per BICR in TKI-naive patients PFS and OS in TKI-naive patients with ROS7+ advanced NSCLC
with ROS1+ advanced NSCLC
PFS 0s
Change in tumor burden per BICR® DOR
= 100 + indicates censored patients 100 g1%d + indicates censored patients
< 20 1004 + indicates censored patients H."—u._‘ BB%e
]
g With prior chemo I Without prior chemo m}w 775 -
: Hoa 5, ™ 70% 7
80
g 207 g ol g g . "
i : :
2 o 2 40-{ 40+
E £ 4
| 5 L . . R
o 5 . Median 05, months
£ £ T it ey & Alln= 715 e (e 400
H . be % With prior chema (n = 14): 7.4 (23.1-E) with prior chema fn = 20): 31.1 (24.6-1E) m"" m= ?’:_'JS:E E;'E“"""E’
E N iﬁ:[?=;ci::7ﬁi?wz (46-88) 0 Vothaudt prior chemo (1 = 42): NE (22.61) L : e % A N N e ek
with prior c n = 20]: 70 (46-B8} Lo ! a4 a7 A 1 A 18 4 a 0 3 6 9 1215 18 21 24 27 30 33 36 39 €2 45 4 5 0 3 & 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
5 -100| without priar chemo n= 51): &2 (¢3-%2) o6 ﬁngn;:ﬁi = (30 3|3]36 woas Time from first dose (months) Time from first dose (months)
# = treatment ongoing No. at risk No. at risk Ho. at risk
S 54 49 45 W W W T 3B 3 2 1 4 1 0 71 6459 52 4T 4229218314 9 5 1 1 1 1 0 TI686463595540 322615107 4 2 2221111110
« Of patients in the ROS1 TKI-naive cohort treated at the RP2D (n = 63), cORR was 78% (95% Cl, 66-87) and median DOR * Of patients in the ROS1 TKI-naive cohort treated at the RP2D (n = 63), median PFS was NE months (95% CI, 27.4-NE)2
was ME (95% Cl, 25.6-ME) and median 05 was HER

oung Chul Cho, et al.



OA03.06: Repotrectinib in patients with ROS1 fusion-positive (ROS1+) NSCLC: Update =~ ).
from the pivotal phase 1/2 TRIDENT-1 trial Gecp

lung cancer
research
Tumor response per BICR in patients with ROS1+ advanced NSCLC PFS and OS in patients with ROS1+ advanced NSCLC pretreated with
pretreated with 1 prior ROS1 TKI and no prior chemo 1 prior ROS1 TKI and no prior chemo
Change in tumor burden per BICR? DOR PFEs 05
% 100 + indicates censored patients 1004 + indicates censored patients 1004 + indicates censored patients
g M Prior crizotinib [l Prior entrectinib
g _ a0 80+ 20 c
E £ 69%
2 g‘ eo 56%4 s & L
é s T :
§ :-5 40| 40 40+ |
E -‘E Median DOR,* months {95% C1) Median PFS,* months (95% )
= £ 10 All fn = 24): 14.8 (7.6-ME) 01 m:ﬁq.nia_s—w.sﬁ b
b CORR,=.c % (95% CI) priar crizotinib (n = 18): 9.2 (7.5-HE) Prior crizotinib {n = 46): 9.0 (7.3-19.6) median 0s,# months (95% C1)
g All n = 56): 38 (25-52) Prior entrectinib {n = 2): KE Prior entrectinib {n = 5): 4.5 (2.0-NE) All {0 = 56): 25.1 (17_8-NE)
£ Prior crizotinib (n = 48); 39 (25-55) 0 T T T T T T T o T T T t T T T T +—T—TTT—TTTT 7T T T T T T T T T T
i ~100 Prior entrectinib (n = 9): 22 (3-60) 1] El & 9 12 15 18 il 24 0 Ed & 9 12 15 18 21 24 7 0 2 & 9 121518 21 24 27 30 22 36 39 42 45 48 51 54 57 &0
Time from first response (months) Time from first dose (months) Time from first dose (months)
# = treatment. ongoing Mo. at risk Mo. at risk Mo at risk
el | | 15 12 10 7 2 1 o 58 40 0 iz 17 13 11 & 3 o G648 422322418128 5 2211111110
* Of patients in the 1 prior ROS1 TKI and no prior chemo cohort treated at the RP2D (n = 53), cORR was 38% * Of pationts in the 1 prior ROS1 TKI and no prior chemo cohort treated at the RP2D (n = 53), median PFS was 9.0 months
(95% CI, 25-52) and median DOR was 14.8 months (95% Cl, 7.5-NE)f (95% Cl, 6.8-19.6)° and median 05 was 20.5 months (95% CI, 17.8-NE)
Conclusions

* In TRIDENT-1, with a median follow-up of over 20 months, repotrectinib continued to demonstrate durable
clinical activity in patients with ROS 1+ NSCLC

— In TKI-naive patients, median DOR and PFS (95% Cl) were 34.1 (25.6-ME) months and 35.7 (27.4-NE)
months, respectively; no patient developed an emergent ROS1 resistance mutation at disease
progression

— Clinically meaningful activity was also seen in TKl-pretreated patients, including in the presence of
solvent front mutation

* Repotrectinib led to durable intracranial responses, and may have delayed or prevented the development
of brain lesions in patients without baseline brain metastases

+ Repotrectinib safety in patients treated at the RP2D was manageable and consistent with previous reports
in all treated patients

* These results from TRIDENT-1 demonstrate repotrectinib as a potential new standard of care option for
TKI-naive and TKI-pretreated patients with ROS1+ locally advanced or metastatic NSCLC

oung Chul Cho, et al.
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* KRAS G12C

— MAO06.04: KRYSTAL-1: Two-year follow-up of adagrasib (MRTX849)
monotherapy in patients with advanced/metastatic KRASG12C-mutated NSCLC

— MAO06.05: CodeBreak 101: Safety and efficacy of sotorasib with carboplatin and
pemetrexed in KRAS G12C-mutated advanced NSCLC




MA06.04: KRYSTAL-1: Two-year follow-up of adagrasib (MRTX849) monotherapy in T
patients with advanced/metastatic KRASG12C-mutated NSCLC Gecp

lung cancer
research

Phase 1/1b° Phase 2 Cohort A7 Efficacy Outcomes at Two-Years
Dose Escalation and Expansion NSCLC Monotherapy Treatment

N=16 N=116 Overall Survival (N=132) Progression-Free Survival (N=128)

Key Eligibility Criteria®
KRASS!2C.mutated unresectable
or metastatic NSCLCP-¢

z18-years-old Primary Endpoint: 10 1.0
ECOG PS 01 Key Endpoints: ORR (RECIST v1.1) Ex_p_lorator_yt Epdpo_lnts: P Median OS: 14.1 months (95% Cl, 9.2-18.7) 2 Median PFS: 6 9 months (95%
- per BICR Clinical activity in patients =08 S 08
Ul IR cEl | Safety. tolerability, recomm ended Secondary Endpoints: with CNS metastases s 2
- o
were allowed D3 RS, G S DOR, PFS, 1-year survival rate, and co-mutations? 206 2 o6 -
0S8, and safety ] 3
% 04 - E 04 -
= Here we report 2-year follow-up data for 132 patients in Phase 1/1b dose escalation and expansion cohorts and Phase 2 Cohort A of KRYSTAL-1 a 0z 4 E 0z
(Data as of 1 January 2023; median follow-up: 26.9 months) ; ! : ;
= Patients were administered adagrasib 600 mg BID orally (capsule, fasted) 0 . ml 'Ij | — 0 +Q"|"S°m:’ e —
= Baseline characteristics were consistent with those previously reported®.’ 0 4 8 12 16 20 24 28 3 36 40 0 4 8 12 16 20 24 23 32 36 40
Tme, Months Tme, Months
Patientsatrisk 132 S8 74 5 48 37 30 16 7 2 0 122 78 4 33 73 14 9 5 4 2 @

=  Objedive responses were obsewed in 43% of patients {(55/128), DOCR was 80%

Treatment-Related Adverse Events and Long-Term Safety * Median DOR was 12.4 months (35% €1, 70-15.1y
TRAES in Patients Overall (N=132)2 TRAEs With New Onset >1 Year {(N=43) _ B B
o “ Conclusions and Future Directions
] Grade 1 ] Grade 1
| Grade 2 - Grate 2 = In this pooled analysis of patients with previously treated KRASS?C_mutated NSCLC, adagrasib demonstrated durable
® = Grade3 2] - Grawas efficacy, with a median QS of 14.1 months and 2-year OS5 rate of 31%
i T — = Grade 4 : T
g 40-] [ ‘g = = Exploratory analyses suggested durable clinical benefit in patients with treated, stable CNS metastases at baseline
E g — o 'O (median OS5 of 14.7 months), with clinical benefit noted across most baseline co-mutations
- - o
m__ e ] 7 — = Adagrasib had a manageable long-term safety profile; most TRAEs with onset =1 year were of low grade and included
. ) _ - 0 m fewer Gl TRAEs
I I I I I I I I I
Mﬁ*j d@*‘%,&“w@ﬂ oy .ﬁf’;\ :j;;\ & i 3 (,,;ﬁ’:f ‘@ﬁﬁ ﬁﬁé‘ @“\ W = Treatment management by dose medification did not lead to a decrease in 08 (2-year OS5 rate of 32%)
W of# BT
&cf& o P‘df" w@ = Adagrasib was associated with a low rate of Grade >3 hepatotoxicity and was not observed in any patients who
@ received adagrasib within 30 days of pror IO
= =1 TRAE occumed in 128/132 {97'%) patienis = 43132 patients {32 6%) received adagasb for >1 year
= 12 (U%)Vpatiems" who eceived 10 <30 days before adagasib had Grade >3 = 29 of these 43 patients 67'%) had a new onset TRAE after >1 year = A confimmatory Phase 3 study is evaluating adagrasib vs docetaxel in previously treated pafients waith
hepaioloxicly” ) " New onset Grade >2 Gl TRAEs occurred n 1 patient {2%; Grade 2 dianhea); no KRASS?C mutated NSCLC, in North America, Europe, Asia, and Australia (KRYSTAL-12; NCT04685135)
= One patient discontinued treatment due to Grade 3 hepatotoxicity patients had Grade >2 hepatotoxicity with onset >1 year

Shirish Gadgeel, et al.



MAQ06.05: CodeBreak 101: Safety and efficacy of sotorasib with carboplatin and T
pemetrexed in KRAS G12C-mutated advanced NSCLC GecCP

lung cancer
research

Phase 1b CodeBreaK 101 Study Safety .
- 2 5% of all patients ’
g - E—-

Data were pooled and ) Any grade 23 (02) 12 (100) Weuropenianeuiropn court secrease | =22+

« KRAS G12C—mutated _ analyzed by exposure to prior Grade 1 4(18) 1(8)

advanced NSCLC. Sotorasib: 960 mg therapy in the locally Grade 2 7(28) 2015 aneriz [ 21«

identified through molecular oral daily Sotorasib: 960 mg advanced/metastatic setting* Grade 3 10(40) 8 (82) o .- 1o

testing "‘ oral daily Grade 4 2(8) 2(15) ALTIncrease” (S 5%
+ Measurable disease per ’ Carboplatin: AUC 5 ’ . ’ First-line [I'I = 25] EAE; |eadi:;m:immmaﬁmot i o iarmea [ 5%

EECESL;I o IV Q3w* Pemetrexed: 500 mg/m? Discontinuation of sotorasib 2(8) 2 (15) Feane o
- No active brain metastases N IV Q3w Second-line (n = 13) Discontinustion of carboplain 1) 2019) e [l

Pemetrexed: 500 mg/m2 Discontinuation of pemetrexed 3(12) 3(23) [ W 2 W 4 S &

* The most common TRAEs were neutropenia/neutrophil count decrease (53%), anemia (39%), and
thrombocytopenia/platelet count decrease (37%)
+ TRAEs were consistent with sotorasib and platinum doublet-based regimens,3* and no fatal AEs

Secondary Endpoints: Anti-tumor efficacy (ORR, DCR, DOR, TTR, OS, PFS, duration of SD) and PK were observed

Primary Endpoeints: Safety and tolerability (including DLT)

Efficacy Conclusions

100 ®Firstiine (n=20) W Second-ine {n = 13) - Sotorasib in combination with pemetrexed and carboplatin showed promising clinical activity in
_ — 80 _— KRAS G12C—mutated advanced NSCLC among patients treated in the first- and second-line settings
E::g::r:ir?é Investigator F(';S:;'I';;‘ m 80 in=34) g% &% — Common TRAESs were consistent with sotorasib and platinum doublet-based regimens®#
ORR, n (%) 13 (85)" 7 (54) 70 tn - E_,m (n=213) (n=2/3) . — ORR was 65% and 54% in the first- and second-line settings, respectively
— 0,

Best overall response, n (%) 2 80 {n m} =) DCR was 100% gnd 85%_ in the first- and secon¢hry_e settlng_s respeil:twe.ty

Complete response 0 1 () E 50 + Longer follow-up is ongoing to assess the durability of this combination

Partial response 13 (65) 6 (46) © 40 « Sotorasib with pemetrexed and carboplatin versus pembrolizumab with pemetrexed and carboplatin

Stable disease 7 (35) 4(31) n is being evaluated in the first-line setting in patients with KRAS G12C-mutated advanced NSCLC,

Progressive disease 1} 1(8) 20 negative for PD-L1 (Phase 3 CodeBreakK 202 trial; NCT05920356)

Not evaluable / not done 0 1 {8) 10
DCR 20 (100) 11 (85) 0

(95% CI) (83.2, 100) (54.6, 98.1)

PD-L1 E:pn?ssmn

*+ ORR was 65% in the first-line setting and 54% in the second-line setting
* ORR was similar across PD-L1 expression levels

Jeffrey Clarke, et al.




ORAL COMUNICATIONS s
B

* HER-2
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e HER-2 Exon 20 Insertion

— MA13.09: Efficacy and safety of poziotinib in HER2 Exon 20 Insertion NSCLC
patients who received at least 2 previous systemic therapies




MA13.11: Trastuzumab Deruxtecan in patients with HER2-mutant metastatic non- !,
small cell lung cancer: primary results of DESTINY-Lung02 GecCP

DESTINY-Lung02 o i
Blinded, randomized, multicenter, international, noncomparative, phase 2 trial (NCT04644237) FFS
T-0Xd 5.4 mgikg
Study Design — _ N =102
E Median (39% Cl) g o (74-NE) 154 (8.3-NE)

Key Eligibility Criteriaa T-DXd 5.4 ma/k Primary Endpoint | 3% FFS nts ' m (%

Metastatic HER2mP NSCLC Qéwmg el . Confirmed ORR by BICR 'E# o events. n (%) 44 (43.1) 20 (40.0)
= 21 prior anticancer therapy N = 102¢ - 5 : N

(2L+), including platinum- Secondary Endpoints $ = 60 1 73% 53%

based chemotherapy Confirmed ORR by INV .E ! A -{

per RECIST v1.1 - DCR by BICR and INV | I
- ECOG PSof0or1 T-DXd 6.4 mgkg R SI;S by BICR and INV W + Censorsdoases | ]
Stratification Factor: E?:“:U . Safety o B T-OXd 6.4 mghg ! :
- Pl-n- anﬁ_PD_{L}1 Ireatl-nent o T T T T T T T T T T T T T T T T T T T T 1

a 1 2 3 4 5 & T & 98 1 11 12 13 14 15 16 17 18 19 2 H

Patients and investigators were blinded to the dose level

Time, months

Primary analysis data cutoff:
23 December 2022

D E T-D}l{ﬂ =3 -# mgikg
T-DXd 5.4 mg/k T-DXd 6.4 mg/k Medign (35% CI
Efficacy summary N = 1{;12]‘”‘Ir g N =50 - LA N M en ! ) 10.5 (13.6-NE) NE (12.1-NE)
Confirmed ORR,? n (%) [95% CI] 50 (49.0) [39.0-59.1] 28 (56.0) [41.3-70.0] - 90% 05 events.9n (%) 37 (36.3) 14 (28.0)
CR|PR 1(1.0)] 49 (48.0) 2(4.0) | 26 (52.0) B gg | o
SD | PD 45 (44.1) | 4 (3.9) 18 (36.0)| 2 (4.0) | §5% 73%
Non-evaluable® 3(2.9) 7 (4.0) - ! , g
DCR.® n (%) [95% CI] 95 (93.1) [86.4.97 7] 46 (92.0) [80.8-97 8] 3 | | 67% |
Median DoR,%¢ months (95% CI) 16.8 (6.4-NE) NE (8.3-NE) 40— ! i
Median TTIR,? months (range) 18(1.27.0) 16(1.2-11.2) E ag_| + Censored cases : :
Median follow-up, months (range) 115(1.1-206) 11.8 (0.6-21.0) B — }jﬁ :i :ﬁ ! I
D 1 T 1 - 1 1 1 1 1 1 1 1 : T 1 1 1 T 1 1 1 1 1
3 o1 2 3 4 2 & T 8 9 1 11 12 13 14 15 16 17 18 19 20 21 22
Time, months

Pasi Janne, et al.



MA13.11: Trastuzumab Deruxtecan in patients with HER2-mutant metastatic non- R A
small cell lung cancer: primary results of DESTINY-Lung02 GecCP

lung cancer

Overall Safety Summary research
Overall Safety Adjudicated Drug-Related ILD
M T-DXd 5.4 mghkg M T-DXd 6.4 mg/kg T-DXd 5.4 T-DXd 6.4
Drug-related TEAE, % N=1012 N =50 o mglkg mglkg
Adjudicated as drug- 1012 =
Grade 23 386 1 Any grade, n (%) 13 (12.9) 14 (28.0)
Serious Grade 1 4(4.0) 4(8.0)
Associated with drug discontinuation Grade 2 7(6.9) 9 (18.0)
Associated with dose reduction Grade 3 1(1.0) 0
Associated with drug interruption Grade 4 0 0 s
o ournal of Clinical Oncolo
Associated with death Grade 5 1(1.0) 1(2.0) J 9
100 100 5
Trastuzumab Deruxtecan in
Median treatment duration was 7.7 months (range, 0.7-20.8) with T-DXd 5.4 mg/kg and 8.3 months (range, 0.7-20.3) with T-DXd 6.4 mg/kg o Lo Tl Patients With HER2-Mutant
The most common any-grade TEAEs in the T-DXd 5.4 mg/kg and 6.4 mg/kg arms included nausea (67.3% and 82.0%), neutropenia (42.6% : h 2 A
and 56.0%), and fatigue (44.6% and 50.0%) MetaStatlc N'on S Sma” Ce”
The most commeon grade =3 TEAEs in the T-DXd 5.4 mg/kg and 6.4 mg/kg arms included neutropenia (18.8% and 36.0%) and anemia Lung Cancer' Prlmary ReSUItS
(10.9% and 16.0%) m ; From the Randomized, Phase
] 2 DESTINY-Lung02 Trial

Conclusions ascopubs.
+ T-DXd demonstrated deep and durable responses at both the 5.4 mg/kg and 6.4 mg/kg dose :
» The lower limit of the ORR 95% CI of both doses exceeded the benchmark of 26.4%

» Responses were consistent regardless of HER2 mutation type, HERZ2 amplification status, and prior
systemic anticancer therapy

®Trastuzumab Deruxtecan in Patients With HER2-Mutant

+ The safety profile was acceptable and generally manageable at both doses and favored the

5.4 mg/kg dose Metastatic Non—Small-Cell Lung Cancer: Primary Results
- The observed safety profile was consistent with previous studies and no new safety signals were observed From the Randomized, Phase Il DESTINY-Lung02 Trial
= Lower incidence of drug-related grade =3 TEAESs, serious TEAEs, and TEAEs associated with study drug Koichi Goto, MD, PhD' (3); Yasushi Goto, MD, Ph? (3; Toshio Kubo, MD, PhD¥; Kiichiro Ninomiya, MD, PhD*(3); Sang-We Kim, MD, PhD®;

discontinuations, dose reductions, and drug interruptions were observed with the 5.4 mg/kg dose
» Adjudicated drug-related ILD rate was lower in the T-DXd 5.4 mg/kg arm than in the 6.4 mg/kg arm

Primary analysis results of DESTINY-Lung02 support the use of T-DXd 5.4 mg/kg for patients with

previously treated HER2m NSCLC and reinforce T-DXd as the standard of care in this population A

Pasi Jédnne, et al.



MA13.09: Efficacy and safety of poziotinib in HER2 Exon 20 Insertion NSCLC patients
who received at least 2 previous systemic therapies

Poziotinib for HER2 exon20 insertion NSCLC in ZENITH20 trial

Treatment- Previously "
naive treated E @
ORR % 39 28 (19-38) g "
E
CR 1% 0 g
; -
PR 38% 28% i
sD 34% 42% E 5
PD 1% 14% : b
NE 16% 16% I
DCR % 73 70 m
PFS(mon) 56 5.5
DoR (mon) 57 5.1

Clinical efficacy

Treatment-naive

ORR 39% (n=80)

Previously treated

ORR 28% (n=90)

Chwage Fron B
L ow

Bt

Le et al JCO 2022, Cornelissen et al JTO 2023

<+ In this heavily pre-treated population, the ORR was 30% DCR 71% PFS 5.5 months,

similar to entire cohort 2 outcome.

16 mg QD Cohort 2
e S e
Confirmed Best Overall
Response, n (%)

CR 0 0

PR 21(30.4) 27 8%

sD 28 (40.6) 42 2%

PD 7(10.1) 14 4%

NE 13 (18.8) 159.6%
ORR, % (95% CI) 30.4 (19.9,42.7) 27.8(189,38.2)
DCR, % (95% CI) 71.0 (58.8, 81.3) 70(59.4,79.2)
Median DoR, months (95% CI) 5.5(49,84) 5.1(4.2,55)
Median PFS, months (95% CI) 56(39,72) 55(39,58)

Best % tumor size change

Iniciativa cientifica de:

o’
GeCP

lung cancer
research

“ In ZENITHZ20 trial, patients with HER2 exon 20
insertion NSCLC who previously received at least
two lines of systemic therapy were identified (n=69)

%+ All patients received poziotinib 16mg daily

Drug exposure and side effects

+ Median dose intensity 74%
+ Rash, diarrhea, stomatitis, and paronychia are common

16 mg QD
(N = 69)

Duration of Treatment (Days), median 1141, 972) Any Grade Grade 3-4 AE
(min, max) ;
Relative Dose Intensity, median (min, 74 (21, 100) Rash-type 61 (88) 32 (46)
max) Diarthea 57 (83) 19 (28)
Patients with Dose Interruption, n (%) 57 (83)

o First Dose Inferrunfi Stomatitis / mucositis 46 (67) 17 (25)
Days to First Dose Interruption, 18 (3, 174) -
median (min, max) Paronychia 29 (42) 0
Patients with Dose Reduction, n (%) 50 (72)
Days to First Dose Reduction, median
(min, max) 36 (9, 204) {

— %L e

% Poziotinib demonstrated clinically meaningful efficacy (ORR 30%) in patients
who received and progressed on prior two or more lines of therapy

%+ The responses were observed regardless of types and sequence of
treatment, including in patients who received prior anti-HERZ2 antibody or
ADC therapies.

Xiuning Le, et al.
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— OA21.03: A phase 3b study of 1L savolitinib in patients with locally advanced or
metastatic NSCLC harboring MET Exon 14 mutation

— OA21.04: Amivantamab in patients with advanced NSCLC and MET Exon 14
skipping mutation: results from the CHRYSALIS study

— OA21.05: Tepotinib + Osimertinib in EGFR-mutant NSCLC with MET ampilification
following 1L Osimertinib: INSIGHT 2 primary analysis




OA21.03: A phase 3b study of 1L savolitinib in patients with locally advanced or
metastatic NSCLC harboring MET Exon 14 mutation

Study design — 1L patients (treatment naive)

Study population: Savolitinib treatment: Primary Endpoint:
= Locally advanced or *  600mg (BW=50kg), or EOT * ORR (RECIST v1.1) by IRC
metastatic NSCLC = 400mg [B'I.H.r'_{sﬂkg} Treatment uniil secondary Endpoints:
- METex14+ & Orally, once daily, 21 days/cycle disease progression, | . ORR by investigator,
= — - . . 3 d th ? !
EGFR/ALK/ROS1 Tumor evaluation by investigators eath, or DCR, DoR, TTR, PFS, 6-
= Naive to systemic anti- - Within Lyear: every 6 weeks unacceptable month PFS rate, 05
tur_nﬂr treatmt_ent_ ) = After 1 year: every 12 weeks S » Safety and tolerability
el (Independent review retrospectively)
Efficacy (IRC assessment) Ol o FS. (RC Assesment A5
FAS 12 i miFolhow-u ;
N=87, n ':tllt'l = i (g:;m:-mi Event/N mPFs [95%CI), mo
BOR i LE ] : 111(110,137) 36/87 138 (9.7, NR)
PR 51 (58.6) 51 (60.7) E o i
SD 29 (33.3) 29 (34.5) L !
8 |
PD 5(5.7) 4(4.8) £ e | 6-ma PES rate [25%01), %
NE* 2(2.3) = FRER ! 76.4 (65.6, 84.3)
ORR 51 (58.6) 51(60.7) E 121 |
Exact 95%Cl {47.6, 69.1) {49.5,71.2) w1 :
DCR 80 (92.0) 80 (95.2) e+ 7T
Exact 95%Cl (84.1, 96.7) (88.3,98.7) p—
Butjerts 2t risk {rurier censoeed)
mDoR [le iBS%Cll NR [5'7" NR} - ZwoBD TN} BHZ) TTE] TAT TAT) ENT ENE) SR SN0 4E(1D SIS 331) 134 1TRH MM MR EHE] HE)
mTTR (mo) (35%Cl) 1.4(1.4,1.5) = Responses occurred early and mDoR not reached (95%Cl: 9.7, NR)

ORR 58.6%: by IRC in FAS (60.7% in TRES), indicating a better
response in 1L patients

*R for NE: all post-basel have overall response NE/No post-baseline assessments
BOR: best overall responze; mDCR: median dizease control rate; mDoR: median duration of response; FAS: Full Analysis
Set; IRC: independent review committes; mPFS: median progreszion free survival; NE: not evaluable; NR: not reached;
'ORR: objective response rate; PD: disease progression; PR: partial response; S0- stable disease; TTR: time to response

niciativa cientifica de:

@
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OA21.03: A phase 3b study of 1L savolitinib in patients with locally advanced or Y
metastatic NSCLC harboring MET Exon 14 mutation GecCP

Waterfall Plot - Tumor Shrinkage of Target Lesion
{IRC Assessment) - Tumor Response Evaluable Set

Tumor shrinkage in 92.9%: of pts in TRES by IRC,
= with ORR 60.7%

B
- I ;
2
A0
-]

Bant avarsll rean e

Bast Change from Baseline in Target Lesion(%)
=

Deep and Durable Response (IRC assessment)

Swimmer Plot - (IRC Assessment) - Tumor Response Evaluable Set

Overall Survival (OS)

KM plot of OS - Full Analysis Set

1.0 T T

1 1

0o 1 1

1 1

= 08 :
E

E 07 1 1

a3 1 1

E 0.6 : 1
@

S o5 1 I

2 12-mo 05 rate (95%C1), % | 18-mo OS rate (95%C1), % |

S 0aq 77.9 (67.5, 85.3) : 53.8(25.8, 75.3) :
=

5 1 1

g mFollow-up ! !

a Event/N moS [95%C1), mo ! !

& (95%C1), mo / { ) I I

1 1

15.0(13.2,15.4) 24/87  NR(17.4, NR) 1 1

00— : T : T : ; . T T T . } T . T T ! T T
o 1 2 2 4 5 & 7 8 k-] 10 11 1z 13 14 15 16 17 18 19 20
Time (Months)

Subjects at risk (number censored)
Savaoltinio

Note: OS maturity is 27.6%

87(0) B6(D) 86(0) B5(0) 85(D) B0(0) T9(0) 78(0) T40) THO) 6B(2) 65(4) 56(12) 41(25) 33(32) 31(34) 19(46) 5(50) 2(60) 2(61) 0(E3)

Waterfall Plot - Tumor Shrinkage of Target Lesion
{IRC A ble Set

100

g

400

)- TumorR

Bast Change rom Bassiin in Targel Losion(3)

All types of METex14 could benefit from Savolitinib

MET exonld alteration regan

MET sxonid slteraticn type |||

I whois exon celetion

MET s - - e
Best overall response  MET exoni4 alteration region  MET exon14 al type  MET
PR N=51) [ spice donor [Woase substituton [l v: MET emplification
L] 50 n=2s) [l spics accepier Wincat [ 1 MET non-ampification
Oeoin=a) [l el in exantd

[ v uninformativa

TRES (N=84) ORR, n (¢ (95%c1)
MET exonl4 alteration type
Base substitution (N=44) 31 (70.5) (54.8, 83.2)
Indel (N=40) 20 (50.0) (33.8, 66.2)
MET exon14 alteration region
INDEL in exon14 (N=2) 1(50.0) (1.3,98.7)
Splice acceptor (N=27) 15 (55.6) (35.3, 74.5)
Splice donor (N=54) 34 (63.0) (48.7, 75.7)
Whole exon deletion (N=1) 1 (100.0) (2.5, 100.0)
MET amplification
Yes (N=7) 4(57.1) (18.4, 90.1)
No (N=76) 46 (60.5) (48.6, 71.6)
Unknown (N=1) 1 (100.0) (2.5, 100.0)

Safety

Overall Safety N=87, n (%)
Any TEAE 86 (98.9) PT
CTCAE grade 23 TEAE 70 (80.5) Oedema peripheral
Treatment related TEAE (TRAE) 85 (97.7) Aspartate aminotransferase increased
CTCAE grade 23 TRAE 58 (66.7) Alanine aminotransferase increased
. g *
Serious TEAE (TESAE) 24 (50.6) Hepatic function abnormal
Hypoalbuminaemia
Treatment related TESAE 27 (31.0) Nausea
TRAE leading to dose interruption 27 (31.0) Platelet count decreased
TRAE leading to dose reduction 63 (72.4) Blood creatinine increased
TRAE leading to drug di PR 7(8.0) White blood cell count decreased
TRAE leading to death 1(1.1
eading to dea (1) Neutrophil count decreased
AES 82(94.3) Blood bilirubin increased
Treatment related AESI 81(93.1) Rash

*Hepatic function abnormal induded “elevated transaminase with or without bilirubin/ALP increased”.

AESI: adverse event of special interest; ALP- alkaline phosphatase; CTCAE: Common Terminology Criteria for Adverse Events; PT: Preferred Term; TEAE: treatment-emergent adverse event.

Treatment related TEAE

N=87, n (%)

Total (220%) Grade >3
52 (59.8) 6(6.9)
40 (46.0) 12 (13.8)
36 (41.4) 14 (16.1)
30 (34.5) 19 (21.8)
30 (34.5) 0
29 (33.3) 0
20 (23.0) 2(2.3)
20(23.0) 0
19(21.8) 2(23)
18 (20.7) 5(57)
18(20.7) 4(4.6)
18 (20.7) 2(2.3)
18(20.7) 1(1.1) y

.

&

Shun Lu, et al.



OA21.04: Amivantamab in patients with advanced NSCLC and MET Exon 14 skipping T
mutation: results from the CHRYSALIS study Gecp

CHRYSALIS Study Design luna cancr
« As of June 19, 2023, 97 patients had been enrolled in the METex14 cohort, with a median follow-up of 10.0 months Best change from baseline in SoD of target lesions
= The ORR= was 33%, with a £ we .
total of 32 PRs observed £E w ""“"'"“"“”'”*-"‘: - "_“"’ ‘
- - ] =
Dose- é Dose-expansion cohorts [ Endpoints \ * Responses to amivantamab 2 g :
escalation Cohort A: Post-any EGFR TKI (T7T90M+, CT975+) | Objsclive esponse rate : were observed in both .
phase - (prmary) | treatment-naive and prior §
Cohort B: Post-any EGFR TKI (T790M-—, C7975-) | Duraion of response ! freatment seftings £ E, a
RP2D was | Gt - Treaiment rave I+
deritod: | | IETTEEE e | | | Sime B PR 16: ORRe - 50% 1
Amivantamab " 1 . - H ’
1050 rog 1V Cohort MET-1: Postany EGFR TKI (MET amplified) |- Adwerseeents ; - No prior MET therapies: g 3
(1400 mg i 280 kg) - = N N 13 PRs /28, ORR2= 46% )
Cohort MET-2: METex14® Focus of this presentation ) o .
— Prior MET therapies: Patients
k_r:““':"EG””"‘““’Eﬂlﬁ 11 PRs /53; ORR®=21% . | | 1 n 111 1 mn 1]
I mm 1 I 0L Lin i Ly mrun i
All cohorts are now closed o IET o mwrm serrnm w1 mmnw 1M
CHRYSALIS also included 2 additional combination cohorts:
- Amivantamab + lazertinib
*  Amivantamab + carboplatin-pemetrexed
Duration of response and treatment in patients PFS (n =97 =
responding to amivantamab (n = 32) { } 0s [l‘l 97]
- = s » " - Medan duration of exposure was 8.6 100 4 Median PFS: 5.4 months 100 pw §months Median OS: 15.8 months
— = % — mo (range, 1.3-31.4) ©5%cClL4370)  fe {95% CI, 13.1-218)
= » = The median duration of response was a0 I o
- " 11.2 mo (95% Cl, 5.3-19.0) { 1 = |
— = . " - 15/32 patients (47% of responders) H £ .
" - L " had a response duration =6 months a 60 - ; 80 ! !
L. y ™ « Among 15 patients with responses =6 2 ! !
" & ™ months: g ol g ; i
o - — 10 had durable responses at 12 mo g 1 - 40 7 i !
" r - 6 had durable responsesat18mo | | & | @ - i i
R [ s a 1 I 3 1 1
- . - 3 had durable responses at 24 mo 2 21 i i 20 | '
1 1
m - 38% (12/32) of responders remain on | i | i
- " treatment at the time of data cutoff 0 i : 0 i i
Mmths R Partel rewporne 1 amhestemet: PO Progrme s divesss Hnn‘lhs “ﬂlﬂlﬁ
P Ambeartur vastment ongoisg M. MNa.
) ) . ) Dusticn of iisbwiimiaak: Wit ( ! akt risk ar & 33/ IF 12 14 a 5 4 2 1 1 a at risk a7 BT ) | 3 2z 14 N 10 [:] 2 1 o

Natasha Leighl, et al.



OA21.04: Amivantamab in patients with advanced NSCLC and MET Exon 14 skipping !,
mutation: results from the CHRYSALIS study

Median follow-up: 100 months

{n =97)

%) by preferred term, n (% | Total | Grade23 |
__
Paronychia 47 (48.5)
Crermatitis acneiform 40 (41.2) 1 {1.[I:|
Rash 37 (38.1) 1(1.0)
Stomatitis 27 (27.8) I]
meu5 20 (20.8)
__
Hypoalbuminemia a7 (38.1) 2(2.1)
Peripheral edema 38 (37.1) 4(4.1)
other |
Infusion-related reaction 70 (72.2) 404.1)
Fatigue 28 (28.9) 2(21)
Cryspnea 2 (22.7) 5(52)
Hypokalemia 22 (22.7T) 3(3.1)
Mausea 21 (21.8) ]
Decreased appetite 21 (21.8) ]
Alanine aminotransferase increased 20 (208 221
AEs of special interest by grouped term, n [%i &&
Rash® T8 (78.4) 3(3.1)
Venous thromboembolism® B(8.2) 2(2.1)
Interstitial lung disease® 4 {4.1) 1(1.0)

@

Treatment
benefits

takeaway
& next
steps

GeCP
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research

Amivantamab demonstrated meaningful antitumaor activity in patients with METex14 advanced NSCLC
— Treatment-naive: ORR = 50%

— Mo prior MET therapies: ORR = 46%

— Prior MET therapies: ORR = 21%

Amivantamab provided durable clinical benefit (median DOR, 11.2 months), with 38% of patients who responded
ongoing; the longest response is 29 months to date

Safety profile was consistent with prior reports?
Mo new safety signals were observed

Amivantamab is a bispecific EGFR-MET antibody with immune cell-directing activity and the ability to target METex14
NSCLC in treatment-naive patients and those with acgquired resistance to prior MET therapies due to a unique mode
of action

METalmark (ClinicalTrials.gov Identifier: NCT05488314) is evaluating amivantamab plus capmatinib in patients with
METex14 or MET amplification

Natasha Leighl, et al.



OA21.05: Tepotinib + Osimertinib in EGFR-mutant NSCLC with MET amplification e
following 1L Osimertinib: INSIGHT 2 primary analysis
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INSIGHT 2: an Open-label, Two-arm Phase II Study!

METamp is a common driver of secondary resistance in patients with EGFRm NSCLC following treatment
with 1L osimertinib,2? that may be responsive to MET inhibition

TBx FISH is the gold standard for METamp detection, with rates of ~50% compared with ~15% by LBx

MNGS testing*>
. Tepotinib 500 mg QD Primary endpoint
- Locally advanced/metastatic EGFRm NSCLC + - Objective response by IRC in patients with TBx FISH
« Acquired resistance to 1L osimertinib Osiamertinib 50 METamp
« METamp by: e mg Q0 Selected secondary endpoints
- TBx FISH (GCN =5 and/or MET:CEF7 =2) - Objective response in patients with - 05
and/or LBx NGS METamp - HRQoL
LBx NGS (=2.3 Archer®) nib - DOR - Safety
. ECOGPSofDorl monotherapy - PFS - Biomarkers
SO0 ey QD Selected tertiary endpoints
o - RANC-BM J

+ The trial alms for an ORR in the range of ~50% with & lower [imit of the corresponding exact 2-sided 95% CI (according to Clopper—Pearson) to exceed an ORR of 35%
+  Subgroup Bnalysis of Aslan patients' was preplanned
+  Data cut-cff: March 28, 2023

. Efficacy population has =9 months fallow-up

We now report the primary analysis

Tae Min Kim, et al.
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INSIGHT 2 Primary Analysis: Objective Response by IRC INSIGHT 2 Secondary Objectives: PFS, 0S, and LBx NGS Efficacy
» The INSIGHT 2 primary analysis showed an ORR of 50% ; i were rapid and b.""',_'as"m"
in patients with EGFRm NSCLC who have progressed on . . '» v * PFS and O0S were clinically meaningful in patients with EGFRm NSCLC who have progressed on
1L osimertinib and had METamp (central TBx FISH) i ' 1L osimertinib and had METamp (central TBx FISH)
@
Tumor shrinkage (n=98*) [ QRR, % (05% CI) | 50.0 (39.7, 60.3) % = f{ g 1
49 (30.0 = = . 140
e mPFS: 5.6 months S: 17.8 month
L W0 BOR, n (%) == E} % B ol (95% C1 4.2, 8.1} i 03 m?gs%m 111, ne)
£ w NE 13(13.3) 3 s 5 .y : :.:
E HE S 8. 8
f ” T J Trastmant anguing 0.5 o
-ig 0. - Fli _i D4 _i 0.4
i 1 o [} B 12 18 24 an 0.3 0a
ﬁg - I | Months since treatment initistion el 3’“1
i'g. 0 ' 2 o mDOR: 8.5 months :': i i . i i i . . . :'1
5w 08 (95% CI 6.1, ne) "o H & 5 12 15 18 n 24 2z o 3 & § 1z 15 18 21 24 27 30 33
g 80 § ::: Progression-free survival {months) Owerall survival {months)
H Patients at risk: Patients at risk:
e ; :: 58 &l g a2 12 4 2 1 1 a o8 BE T8 B2 n 1% 13 F 2 1 1 o
i 03
= Patients in the monactherapy arm (n=12) showed an ORR of B.3% (05% CI 0.2, 38.5), :_:
which has been reported previously* a0 T - T P e e In patients with LBx NGS METamp (n=31)
mﬁlc cro s s AR —— N—— ot (monthey * ORR: 54.8% (95% CI 36.0, 72.7) » mPFS: 5.5 months (95% CI 2.7, 7.2)
:_:‘""J“ Lm:" i « =» ¥ v u 23 t 1 o * mDOR: 5.7 months (95% CI 2.9, 15.4) * mOS: 13.7 months (95% CI 9.6, ne)
1. nes 1, et al 12233 SER08 - S860 4

= In the primary analysis (TBx FISH), ORR was 50.0% (95% CI 39.7, 60.3), mDOR was 8.5 months
(95% CI 6.1, ne), mPFS was 5.6 months (95% CI 4.2, 8.1), and mOS was 17.8 months
(95% CI 11.1, ne)

= 1In Asian patients, ORR was 59.6% (95% CI 45.1, 73.0), mDOR was 7.3 months (95% CI 4.7, ne),
mPFS was 6.9 months (95% CI 5.4, 8.4) and mOS was 19.8 months (95% CI 13.6, ne)

= Efficacy outcomes were meaningful in patients with LBx NGS METamp (ORR 54.8%; 95% CI 36.0, 72.7)
* Better outcomes were observed when there were no co-occurring mechanisms of osimertinib resistance

* Tepotinib + osimertinib demonstrated a manageable safety profile, while maintaining HRQoL

Tepotinib + osimertinib provides a potential chemotherapy-sparing oral
targeted treatment option for patients with FGFRm NSCLC with MFTamp after
progression on 1L osimertinib, who have a high unmet need

Tae Min Kim, et al.
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