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EGFR mutations

FLAURA 2: Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC
Study design

Patient disposition

o
GecCP

lung cancer
research

| Patients randomised
. . Osimertinib 80 mg (QD) + N=557 (FAS)
Patients with untreated locally 3
advanced | metastatic EGFRm NSCLC N=557 s Maintenance Treatment not received
carboplatin AUCS n=6
or cisplatin 75 mg/m? CLES I [?D] *
Key inclusion criteria; (Q3W for 4 cycles for pemetrexed 500 mgim (Q3W) | Patients dosed |
platinum-based treatments) Follow-up: n=551 (SAS)
+ Aged 218 years Sratlfied by: |
Pathalogically confirned Race + RECIST w1.1 assessment at 6 and
' ologicaty confirme {Aslan Chinssa | 12 weeks, then Q12W until RECIST -
non-sguamous NSCLC - ::\s] n:-:fhnner ] Traatment bayond PO allowed per investigatar discration - v1.1-defined radiological PD Oslmerr:il;l;); CTx Osimel:'g;;l; mono
+ [Ex19del / L858R (local / central test) ugf::::&n +  Survival follow-up for Q12W until
+ WHOPSOD/1 data cut-off for the plannad final
o 0S analysis Ongoing treatment at DCO, n=76 (28%)1* Ongoing osimertinib at DCO, n=49 (18%)t
+ Stable CNS metastases were allowed Osimertinib, n=76 (28%)
Pemetrexed, n=12 (4%)

+ Brain scans at baseline

Osimertinib 80 mg (QD)

{MRI [ CT; mandatory)

Disco ed a atments 00 Discontinued

Osimertinib, n=200 (72%) Pemetrexed, n=264 (96%) Osimertinib, n=226 (82%)

+ Primary endpoint: Investigator-assessed PFS (RECIST v1.1)' 0S was a key secondary endpoint* if;gmmnm (1-2;;'2? (48%) ﬁ;’;;'f,iﬁi‘;;’g 5% Angmsa!onE o (7:;}:1'85 (67%)
+ Secondary endpoints included: OS, TFST, DoR, DCR, PFS2, TSST, HRGoL Final OS analysis performad at 57% malurlty Paffentngia;;a(f:l;;:fﬁ (6%) :gfm;;:g? (13%) pammnmrr (3%)

Progression Free Survival Baseline Characteristics

Investigator-assessed PFS: HR=0.62 (95% CI: 0.49, 0.79); p<0.001

Osi +CTx
{Events |

Osl mono
(Events /

Subgroup patients) patients) HR (35% CI)
p— Stratified log-rank 1201279 1660 278 —.— 0.62 (0.48, 0.79)
1.0 Median PFS, (95% CI) AN g Uradjusted Cox PH 1207279 166/ 278 B : 062 (0.49, 0.78) Osi+CT
> W Osi+CTx 25.5(24.7,NC) Mals 517106 737109 —— 054 0.37,0.77) cofin 0% X
80% WOsimono 167 (14.1,21.3) Sex Female 69173 31 180 —— 0.67 (0.49, 0.92) Characteristic, % (n=279)
[ 0.8 - ST Asian Chinese 26/71 43160 —l—t | 0.49 (0.30, 0.81)
o 1 = Race" Agian non-Chinese 54 /107 651107 ——L 0.76 (0.53, 1.09)
% 06 66%: 57% Non-Asian 401101 581102 —.— : 0.55 (0.37, 0.89) Sex: male / female 38/62 39/861
2 i ; EGFR mutation Central 521121 677119 ——y 0.73 (051, 1.05) . .
- i . B nened T Loca %115 s —— 0.5 0.40, 0.74) Age: median (range), years 61 (26-83) 62 (30-85)
% 41% Ageat oy hedel Ll iy | O {044, 0.00) Race: Asian Chinese / Asian non-Chinese / non-Asian / missing? 25/39/35/<1 25/38/36/1
& i scraening 265 years 471105 697112 e el 068 (D47, 0.98)
0.2 Smoking Yes 439 sTi97 ——.—: 0.63 (042, 0.94) WHO PS: 0/ 1% 37/62 37/63
: history No 770188 100/ 181 —— 0.61 (0.46, 0.82) R
0 ] r x ; y r r i . r ' . I — S e T — SRR Smoking status: never / current / former 67/1/31 65/1/33
0 3 6 a 12 15 18 21 24 27 30 33 36 | mutationtype' |gssr 551106 707107 - 0,63 (0.4, 0.90) Histology: adenocarcinoma / adenosquamous / other 99/1/1 99/0/1
Time from randomisation (months) WHO PS ¢ saran e . a7 pa e
1 720178 100178 —a— | 0.53 (0.39, 0.72) EGFR mutation type: Ex19del / LB58RS 61/38 60/38
No. at risk CNS mets Yes 52/116 7971110 —a— 7 0.47 (0.33, 0.65)
W279 254 241 225 207 187 165 133 84 42 21 3 0 I,,,,...,,.. Pk w11 aviies —— 0.75(0.55, 1.03) Locally advanced / metastatic 5/95 3/97
W278 246 227 203 178 148 119 94 67 48 21 a1 PP 2 CNS metastases present at baseline 42 40
::,Vj’g’; ::(;‘;’;o Baseline tumour size: median (range), mm 57 (10-284) 57 (11-221)

Osi + CTx showed a statistically significant and clinically meaningful improvement in PFS versus osi mono;
PFS benefit was consistent across predefined subgroups

David Planchard et al WCLC 2025
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FLAURA 2: Osimertinib with or without Chemotherapy in EGFR-Mutated Advanced NSCLC

lung cancer
research
" . A No. Events / Median OS5,
Median OS with osi + CTx was 47.5 months no. patients (%) months (95% CI) - 0si+ CTx Osi mono HR (95% ©1)
ubgroup” Events | patient: Events | patient:
B osi+cTx 1441279 (52)  47.5(41.0,NC) (Events I patients)  (Events / patients)
1.0 All nationts Stratified log-rank 1441279 1711278 —— 0.77 (0.61, 0.96)
2 years B osimono 171/278 (62)  37.6(33.2,43.2) pat Unadjusted Gox PH 1441279 1711278 —— 0.76 (0.61, 0.95)
N Male 651106 727108 ——— 0.84 (0.60,1.17)
80% HR (95% Cl) 0.77 (0.61, 0.96); p=0.02 S Female 791173 897169 —— 0.71 (053, 0.96)
0.8— Asian Chinese 34171 39168 — 0.76 (0.48, 1.20)
Racet Asian non-Chinese 651107 667107 — 1.00 (0.71,1.40)
725 Non-Asian 457101 66/102 —. 0.56 (0.39, 0.82)
. ¢ ayoars R G = oriom 1o
0.6 73 (0.54,0.
5 | 49% <65 years 807174 957166 —- 0.71 (0,53, 0.95)
ing
2> | ° Agsatscase 265 years 841105 761112 —a—— 0.87 (0.63,1.22)
= | Smokin histo Yes 52781 60197 — 0.83 (057, 1.20)
E 0.4 \ \ @ history Ne 92/ 188 1111181 —.— 0.73 (0.5, 0.96)
s - \ \ Exi8dal 781172 957169 [ 0.76 (0.56, 1.02)
a . . . IEGFR ey LBSER 66108 741107 —_— 0.76 (0.55.1.07)
. . . WHOPS 0 471101 551102 — = 0.82 (0.5, 1.20)
1 971178 116176 — 0.73 (0.56. 0.96;
0.2+ : : : lc~s s at basall Yes T1/116 797110 [E———— 0.72 (0.52, 0.99)
| | | mets at baseline No 731163 927168 —— 0.77 (0.57, 1,05,
Madian follow-up {censored patients), months (range): | 1 | Ull 0'_5 1 2' 5
Osi + CTx 51.2 (0.2-60.4); Osi mono 51.3 (0.1-60.1) 1 1 L Favours os| + CTx #—————— ———o Favours osi mono
0.0 T T T T T T T 1 T T T f T T T 1 T T T T 1 -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 [ OS benefit was consistent across predefined subgroups
Time from randomisation (months)
Mo, at risk
. 27 58 253 245 240 236 226 218 202 196 183 170 158 143 123 105 el k] E a
. 2m 260 257 252 245 229 4 185 180 165 152 137 131 118 103 93 B1 kL B a

Exposure

First Subsequent Treatment

CTx was the most common FST (74%) after osi + CTx - 08 benefit with osi + CTx was observed despite SoC CTx
44% of FSTs were rechallenge with platinum CTx being the most commeon FST after osi mono
Osi + CTx (n=276)
Platinum* 2.8 months (range 0.7-4.1 N 14% . 14%
? ! Osi + CTx Osi mono
2 5% ;'Ks
3
§ Pemetrexed’ 8.3 months (range 0.7-58.9) B% 3%
3
i Osi 30.5 months (range 0.1-59.0) 69% received aFST 0% T7% received a FST
£ No FST after discontinuing No FST after discontinuing
% osi due to PD* osi due to PD*
o
= Osi mono (n=275) 2%
Osi 21.2 months (range 0.1-59.2) 44% l
n=127 n=185
0 5 10 15 20 25 30 35
Time (months) Received FST Received FST
(n=88) (n=143)
Plati based CTx N |atir based CTx EGFR targeted therapy (other than osi), mena or combo Osi + targeted agent / investigational drug {no CTx) Other?

[ The osi + CTx arm had a long CTx-free period — median exposure to osi vs pem was 30.5 vs 8.3 months ]

David Planchard et al WCLC 2025

Subsequent treatment was per investigator choice

[es—_—
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FLAURA vs FLAURA 2 vs MARIPOSA trial o

- Osimertinib Osimertinib-Pemetrexed-carboplatin Amivantamab-Lazertinib

FLAURA FLAURAZ MARIPOSA
Efﬁr.:al::y PFS18.9m PFS25.5 m A9.9m PFS 23.7/ m A12 m+

0S38.6mv31.8m 0S47.5mv37.6 m(HR0.77) 0S Not reached v 36.7 m (HR 0.75)
Side effects Diarrhoea 42% Diarrhoea 46% Diarrhoea 32%
(all grades) Rash 22% Rash 30% Rash 64%

Paronychia 27% Paronychia 26% Paronychia 69%

Neutropenia 4% Neutropenia 25% Infusion related reaction 65%

Neutrophil count decreased 7% Neutrophil count decreased 24% Peripheral edema 38%

Anaemia 11% Anaemia 48% (G3 20%) Venous thromboembaolism 40%

Creatinine increase 14% Anaemia 27%

Supportive care  Emollient cream, steroid Emollient cream, steroid creams Emollient cream, steroid creams

creams Cytopenias/ mouthwashes Prophylactic antibiotics, anticoagulation
Schedule Daily oral tablet Daily oral tablet, Daily oral tablet,

Visit every 2-3 months Iv Infusion once every 3 weeks Infusion/ subcut once per week for first 4

weeks; once every 2 weeks thereafter

Financial $ $3 39835

David Planchard et al WCLC 2025 , Soria JC et al N Engl J Med. 2018, Cho BC et al N Engl J Med. 2024
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HARMON:i: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI
Baseline characteristics

Characteristic, n (%)

Study design

Ivonescimab+chemo

b

o
GecCP

lung cancer
research

(N=219)

T _— Ivonescimab + Endpoints: (N=219)

Key Ellglblllty Criteria Chmoﬂ]erapy Age - Median (range) 62 (32-84) 60 (36-84)
Locally advanced or (N =219) Primary =65 yr 83 (37.9) 88 (40.2)
metastatic NSCLC: + 0S8, PFS by IRRC per RECIST 1.1 Female 130 (59.4) 127 (58.0)
- EGFR sensitizing Secondary Region ':;: Sope 13;(?:1;91)} 1831;,{?62’2}
nimetiar + ORR by IRRC, DoR, safety and Race - Asian 153 (69.9) 153 (69.9)
- Progressed on 3™ gen tolerability White 51(23.3) 54 (24.7)
EGFR-TKI N=438 ECOG - 1 162 (74.0) 157 (71.7)
- ECOGOor1 Smoking - Never 143 (65.3) 155 (70.8)
« Any PD-L1 expression Planned E_fﬁcac'f Analyses Stage - IV 215 (98.2) 214(97.7)
+ PFS primary (at ~231 events) & Brain metastasis 54 (24.7) 54(24.7)
0S interim analyses Liver metastasis 32 (14.6) 23 (10.5)

Sstra Migation factac Ivonescimab: 20 mg/kg Q3W « 0S final analysis (at ~261 events) ::::: :;:;f:r{ft'mlc cancer therapy (median) 10 10
by geographic region: Chemotherapy: 1542 generation 95 (43.4) 92 (42.0)
- Brain metastases - Carboplatin: AUCS Q3W x 4 cycles FPI: Jan 2022 (overall) 3 generation 219 (100) 218 (99.5)

(yes or no) (21 day/cycle) LPI Asia: Nov 2022 4h generation 1(0.5) 0

+ Pemetrexed: 500 mg/mZ Q3W LPI NA & EU (and overall): Oct 2024 EGFR Mutation

?uD-uu-slmn IuIEnlj-aEwu:v I:Ff:,:lr;‘-mlu uuuu»;::w::wu; uum;;s;’l' Epicanral growih 18del 131 (59.8} 118 (539)
e T Ll patint g ek st zoes At e ficseral respeeseree - serst | LBSBR 74 (33.8) 90 (41.1)
Mote: Positive outcomes were reported from the single-region ol Mot o ot e Tl ommn £t A b B0 L1 r e Non-19del/L 858R* 15 (6.8) 11(50)

cel death bgand; PFE=pugression-free surval G3W=every 3 weeks, AECIET =response
evaluation orisenia in solid bumors

(Asia) study HARMONi-A, with PFS as the primary endpoint.

Progression Free Survival Subgroup analysis

Ivonescimab  Placebo + Favors lvonescimab Favors Placebo Hazard Ratio
100 4 median FU: 22.3 mo +chemo mo + chemo +——+ +chemo (95% CI)
Events, n (%) M(f:‘l;n (QSI':ERCI} PValue (EvontsiN)  {EvontaiN)
80 o - Overall population 129/172 146/173 ——-— 0.52 (0.41-0.66)
Ivonescimab+chemo 129 (75.0) 6.8 0.52 <0.0001 “:zggm snis gy - 250057067
N > 61 (0.
Placebo+chemo 146 (844) 4.4  (041-0.66) so o T
—~ 60 - Female 74/97 74/92 S 0.60 (0.43-0.83)
9 Male 55/75 72/81 — 0.49 (0.34-0.70)
— Geographic region
pre NA & EU 636 12/36 0.30 (0.10-0.86)
L ok metestases prior to study entry 1230136 134ns7 0.56 (0.43-0.71)
o 40 4 Presant 28/41 3442 0.34 {0.20-0.57)
—Ivonescimab+chemo Abeart 1017131 121131 T 0.59 (0.45-0.77)
H S ivagd history 95/117 101/121 -
20 4 H —Placebo+chemo Former/Currant 34/55 45052 EE— Ty
1 1 Baseline ECOG performance status
i i Q 19/35 33/43 0.48 (0.27-0.86)
110/137 1131130 e -
: 1 Ba‘salina EGFR mutation THM - 0.54(0-41-0.77)
180=l
0 T + T + g g T T d La5aR 45/56 7378 - et B30Ta
0 3 6 9 12 15 18 21 24 27 Lives etastases pricr to shudy antry astzr 17121 0.35 (0.18-0.68)
. Present 19/26 1520 —
No. at risk Months Abaant 110/146  131/153 S Sea(83naae
Ivonescimab+chemo 172 134 76 48 34 24 16 10 5 0 o1 o5 | N h 3
Placebo+chemo 173 100 50 24 12 9 4 2 1 0 -

Consistent PFS benefit by investigator: HR = 0.58 (95% CI: 0.45-0.73)

nathan Goldmanet al WCLC 2025
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HARMONi: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI s cerce

Overall Survival

100 - Events, n Median HR PValue
(%) (mo) (95% CI)
80 - Ivonescimab + chemo 122 (55.7) 16.8 0.79 0.0570
(0.62-1.01)
Placebo + chemo 140 (63.9) 14.0
E 'ﬁD =
g —lvonescimab+chemo
40 1 _ —Placebo+chemo
Median FU:
20 4 Overall mFU 29.7 mo
« NA&EUmMFU9.2 mo
D L] L] L] L} Ll L} L} L] L} L} L} L} L
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mo. at risk Months
lvonescimab+chemo 219 212 189 137 a8 77 60 51 43 33 26 16 9 0
Placebo+chemo 219 210 186 132 92 63 52 44 38 30 18 9 0

Jonathan Goldmanet al WCLC 2025
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HARMON:i: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI s cce
Overall Survival: Long Term Follow-up

Events, n Median HR PValue

100 -
(%) (mo) (95% Cl)
Ivonescimab + chemo 134 (61.2) 16.8 0.78 0.0332
80 - (0.62-0.98)
Placebo + chemo 157 (71.7) 14.0
Region Median FU Median 0OS
< %07 (mo) (mo)
; NA & EU 13.7 17.0vs. 14.0
O 40 - NA 14.6 NR vs. 14.0
Asia 32.7 16.7 vs. 14.0
HH— Data cutoff
20 - —Ivonescimab+chemo NA&EU: Sep 2025
Asla:  Apr 2025
—Placebo+chemo
D L L] L L] L] L L} L] L] L] L L L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. at risk
Ivonescimab+chemo 219 212 190 160 127 02 68 23 43 33 26 16 9 0
Placebo+chemo 219 210 186 159 119 74 ob 43 38 30 18 9 0

Jonathan Goldman et al WCLC 2025
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HARMON;i: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI wwe™

Overall Response Rate Duration of Response Treatment Related Adverse Events

100%
DoR (I'I'IO) Ilvonescimab + Placebo + Total _12_'2 50.0 gfﬁﬁ
80% B84% chemo chemo B ENX 4.1
DCR Anemis I 12.4 564
73% n 98 75 I 2 45.0
WEBC count decreased I 11.0 44.0
& 60% r DCR I— 5 3 427
8 Median (95% CI) 7.6 (5.510.6) 4.2 (2.9-4.7) Neutrophil count decreased B 16 iz
o I 124 316
o Platelet count decreased I &.4 28.0
o 40% | ) ik} Mz
ASTincreased g g 26.1
. W23 2T A
ALT increasedpg s 5 264
20% r Bid 28.0
Mausea 28.0
. 248
Decreased appetite | 0.5 17.8
o Ma 06
0% i WVomiting 18.8
Ivonescimab+chemo Placebo+chemo e 174 Any Grade Grade =
Asthenia J oo 101
irAE VEGF-related AE ST —
Ir . -reljate Constipation ne
B 5 Flacebo + chemo .
GGT increased | o5 0E
I ; 320 I 7 : 335 0% 20% 40% 50% BO% 100%
Total N 6 0 17.9 Total pamay 15.1 ' i
" - - Percent of Subjects (%)
Hypothyraidism 0.5 83 X 13.8
0 Prateinuria 7.3
Hyperthyraidisim 4.1
1 7 133
Hypertansion
ALT increased Mos2s Bos 57
Hos 3z 09 106
Hemorrhage
AST increased 233'2 1.8
1 Venous Thromboembolic W 828
Rushlg:g 2:'35_2 events (vTE) [l 14728
Amylase los14 Anerial Thromboembalism ICI'5
increased 0.5 2.8 Any Grade Grade 23 Events (ATE) 09714 Any Grade Grade =3
" 0.9/0.9
Stomatitis Ig: 28 Ivenescimab + chema . H:f::i‘:t;ltll.l‘:: Iu Ivonescimab + chemo .
Creatinine 2.3 Placebo + chemo - Gastrointestinal | 0-5/0.5 Placebo + chemo -
inereased 0. Perforations and Fistula 0
0% m: 0% 20% 40%
Preumonitis/ILD, Ive arm vs Pbo arm: Percent of Subjects (%) Percent of Subjects (%)

2.8% (1.4% Grade =3) vs 1.8% (1.4% Grade 23)

Jonathan Goldman et al W
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Aumolertinib plus ChT for NSCLC with EGFR and Concomitant Tumor Suppressor Genes (ACROSS 2):Phase Ill study lng cancer

research

Study design

Aumolertinib 110 mg PO QD,
Carboplatin AUC=5 D1 + Pemetrexed
500mg/m? D1, Q21d (up to 4-6 cycles;

= Aged 218 years "
. Stage IIIB-IV NSCLC maintenance Pemetrexed was allowed), i . .
s ToslnrileGED until PD or other criteria for treatment Stad |St| ca I d esi g N
+ NGS confirmed only EGFR- discontinuation are met Primary Endpoints:

sensitizing mutation with TSG R 1 L INVs-PFS

mutations Secondary Endpoints:
= ECOG PS 0-1 H .
+ Asymptomatic CNS metastases Ll e MUItI ple tEStlng p rmedure

Safi
allowed Aumolertinib 110 mg PO QD, —
until PD or other criteria for treatment
discontinuation are met Primary endpoint PFS
Stratified by:

Final analysis
(data cut-off: 8 August 2025)

1. EGFR 19 del / 21 L858R
2. CNS metastases

TSGs including :TP53, RB1, APC, PTEN, BRCA2, BRCA1, CHEK2, ATM, CHEK1, PALB2, RAD51C

Baseline characteristics

e | e oS, ety
Characteristic Carboplatin—Pi trexed Monothera
Iy ar paN - 5:;me rex on o py OS. Safety

If PFS statistically significant

Median age (range) - yr 55.5 (33 -73) 59 (33 -75)
Sex - no. (%)
Male 23 (42.8) 23(35.9)
Female 31 (57.4) 41 (64.1)

ECOG performance-status score - no. (%)
1}

28(51.9) 20(31.3)

1 26 (48.1) 44 (68.7)
Histologic characteristics - no. (%)

Adenocarcinoma 54 (98.1) 63 (98.4)

Other 0(1.9) 1(1.6)
EGFR mutation at randomization - no. (%)

Exon 19 deletion 25 (46.3) 32 (50)

L858R mutation 29 (53.7) 32 (50)
Disease extent at trial entry - no. (%)

Locally advanced 2(3.7) 2(3.1)

Metastatic 52 (96.3) 62 (96.9)
CNS metastases - no. (%)

Yes 21(38.9) 23(35.9)

No 33 (61.1) 41(64.1)

Jie Wang et al WCLC 2025
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Aumolertinib plus ChT for NSCLC with EGFR and Concomitant Tumor Suppressor Genes (ACROSS 2):Phase Il study ung cancer
Progression Free Survival

Aumolertinib +

©
g 100 - carboplatin-pemetrexed Median PFS, months
3 —i—  Aumolertinib
w
@ Aumolertinib + 19.8
ot Carboplatin—Pemetrexed .
™
Aumolertinib
S SO e B Monotherapy 16.5
— 0.55 .
g HR (95% C1) (0.34,0.91) Median follow-up of PFS: 25.3
Log-rank P value 0.021 .
5 months; 63 (53.4%) events
[ .
o o] ; ; , , occurred. OS was immature
0 10 20 30 40
No. at risk month
- 54 a7 15 4 1
— R4 a9 12 1 1
TP53 sl 0 19DEL - SRl | L858R - L.
T:"" 100 o Aumaliies i —— Aumoleriink : : g 1003+ . i humalertiss
'E 18.7ve 16.3 MR wvs 16.3 :, e 18.7 va 16.5
3 HR=0.55 HR=046 | | 3 . HR=0.63
p {0.33, 0.93) 021,089 | | o - {0.33, 1.20)
2 p =0.024 ~ p=0.055 | ! E i p=0.154
E 50 i i E LT [N T IT T -
: i
g 8
a 0+ ] 1 : : & 0 T T = 1
0 30 40 40 | | 10 20 30 40
No. aldisk month || month
- =2 35 13 3 1 1 i: — el 9 2 1
— 55 33 9 1 1 - 12 20 7 1 1] L - =2 20 6 i 1

Median PFS, months

ORR in combination group and monotherapy group was 70.4% vs 67.2%, and DCR was 92.6% vs 98.4%, respectively.

Jie Wang et al WCLC 2025
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ ng cancer
Study Design Objective Resonse rate
ZIDESAMTINIB PHASE 1: Zidesamtinib dose escalation (25 — 150 mg QD) in ' Total Enrolled: N = 514 g‘;::d ROST+ Any prior ROS1 TKI R F,iP, ROS1 TI(I .
ROS1 TKI pre-treated patients with advanced ROST+ solid tumors Any ROST+ solid tumor, any dose e B
DESIGN GOALS: Phase 1 + Phase 2 pooled RECIST 1.1 by BICR + chemotherapy + chemotherapy
a A
.. Pl i bl L 2L | ORR, % (n/N) 44% (51/117) 51% (28/55) °
ARROS-1 PHASE 2 PRIOR
Activity PATIENT POPULATION i Lesialu CHEMO/I-0 Pivotal Safety Population: N = 432 [95% Cl] [34, 53] (37, €]
+ .. Advanced ROST+ NSCLC
ROST M ROE1 TH-nafes =1 Received zidesamtinib at 100 mg QD CR, % (/N) 1% (1/117) 2% (1/55)
utant N . atin — ; i P
Activity ROST+ NSCLC 1 prior ROS1 THI * :ﬂ! | Prior crizotinib only + chemotherapy: ORR = 68% (19/28). Prior entrectinib only £ chemotherapy: ORR = 33% (9/27).
+ =2 Prior ROS1 TKIs 4 <1 : Responses were also observed in
Brain Any RGST+ Solid Tumor Any Any Pivotal Efficacy Preliminary Data patients previously treated with:
Population: TKI-Maive
Panstrance 2 prior ROS1 TKIs t chemotherapy:
PHASE 2 OBJECTIVES ROS1 TKI Pre-treated with measurable 22 prior § I chemotherapy:
+ - Primary: ORR by blinded independent central review (BICR) with measurable disease by BICR disease by BICR ORR = 38% (22/58; 95% Cl: [26, 52])
Avoiding Secondary: Additional efficacy measures (DOR, TTR, CBR, PFS, 05), Treated by May 31, 2024 Treated . -
TRK intracranial activity, overall safety and tolerability, confirmation of PK (= :mom,,t::[,;; follow up) August 31, ;1',;24 Prior repotrectinib: ORR = 47% (8/17),
profile, PROS B DOR range 3.5 to 17.2 months
n=117 n=35
Prior taletrectinib: ORR = 43% (3/7),
DOR range 5.2 to 7.0+ months
Baseline Characteristics Objective Resonse rate
ROS1 TKI Pre-Treated * ROS1 TKI Pre-Treated * 60+ 1 Prior ROS1 TKI (crizotinib or entrectinib) + chemotherapy
Patient Characteristic Pivotal Efficacy Population Treatment History Pivotal Efficacy Population g 40+
N=117 N=117 T 20 N
Age, median (range) 57 (31 - 83) Prior anticancer therapy, median (range) 2(1-11) :E:‘ 04— B I B B B FEET 77 l PGk i,
Female 66 (56%) Prior chemotheraj £ ' % % 7 7 ?%? % % ] % % : o
Py 62 (53%) g % 7 9747 o Prior entrectinib
. ; Z 7 G vy N
Never smoker 80 (68%) Prior ROS1 TKls + chemotherapy g 40 %/ é % % ?% é yﬁé é %
Geographic Region 1 prior (crizotinib or entrectinib) 55 (47%) * .0 % ééé Z gé é g + Prior chemotherapy
Asia Pacific 30 (26%) Crizotinib 28/55 (51%) sl 2 2 Zé Z é
Europe 38 (32%) Entrectinib 27/55 (49%) 100 % éé Z z
North America 49 (42%) 1 prior (repotrectinib or taletrectinib) 4(3%) FOPDS 50 SD SD SD SD SD D S0 PD SD SO SD S0 S0 S0 SO PR SD PR PR PR PR PR PR PR PR PRSD PR PR SO PR PR PR PR PR PR SD PR PR PR PR PR PR PR PR PR CR
ECOG PS =2 prior 58 (50%)
0 45 (38%) Lorlatinib, repotrectinib, or
1 72 (62%) taletrectinib EXeEEES,
Active CNS disease " 57 (49%) Loratinib 43/58 (74%)
Secondary ROST mutation © 42 (36%) Repotrectinib 15/58 (26%)
G2032R 26 (22%) Taletrectinib 5/58 (9%)
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ lng cancer
NSCLC
Duration of response Progression Free Survival
Duration of Response Progression-Free Survival
Any prior ROS1 TKls 1 prior ROS1 TKI Any prior ROS1 TKis 1 prior ROS1 TKI
e MH NaCLC (range 1-4) {erizotinib or entrectinib) (range 1-4) (crizotinib or entrectinib)
Kaplan-Meier Estimate + chemotherapy * + chemotherapy - + chemotherapy + chemotherapy
% = 6 months [95% Cl] 84% [71,92] 93% [74, 98] 57% [47, 66] 70% [56, 81)
% = 12 months [95% Cl] 78% [62, 88] 93% [74, 98] 48% [38, 57] 68% [53, 79]
% = 18 months [95% CI] 62% [28, 84] 93% [74, 98] 40% [24, 55] 68% [53, 79]
Dhata cul-arT March 27, 2025
Anvy prior ROS1 TK): Emerging B 1m__LL=1iL L, 93% 93% . 100+
meadian DOR of 22 months (95 ﬁ =
7 M - 3 [ . 70% 68% 68%
It .Ul 75 Ba% TR - L A i i i
; : E 78% | ‘ £
months with median follow-uo of ] 50— i % L S50 ey
s (range U.2-25.E IE '-% 48 | E—
1 price ROE1 TR {crizotinib |C] or k.| | — 10%
entrectinib [E]): Emerging median E 8 i 26 [
LIl of 28 mont = h [ &
ME| and median PF Q T | T T o o ] | 1 |
menthe [2 23.8, ME| 0 i 12 18 24 Months o 8 12 18 24 Months
ra: median # At Rilsk 2 A1 Risk
;_.': Ijll .-L:'II:.:. [ o F"lil..ll Cor Eonly 28 26 -] k] 0 P l._u G o7 E onilty 55 i 14 d 0

* In patients that received prior crizotinib only, there were no progression events among responders (DOR range: 7.3+ to 23.2+ months).
PFS rate was 89% (95% CI: 70, 96) at 6, 12, and 18 months with median not reached.

* In patients that received =2 prior ROS1 TKils + chemotherapy, DOR rate was 71% (95% CI: 46, 86) at 6 months and 56% (95% CI: 29, 76) at 12 months.
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Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+

NSCLC
G2032R Resistance Mutation and CNS Subgroups

ROSTG2032R Resistance Mutation

research

Measurable CNS lesions by BICR at baseline

Advanced ROS T+ Advanced ROS T+
NSCLE Anyprior ROSTTKI (B l:_ﬁ:;'wh} NSCLE Any priorROS1TKI  Prior crizotinib only
t+ chemothera + chemothera + chemothera
Analysis by BICR i £ chemotherapy * Analysis by BICR PY a
ORR, % (n/N) 54% (14/26) 83% (5/6) IC-ORR, % (n/N) 48% (27/56) ° 85% (11/13)
[95% CI] [33, 73] [36, 100] [95% CI] (35, 62] [55, 98]
IC-CR, % (n/N) 20% (11/56) 54% (7/13)
% DOR = 6 months 79% 80%
[95% CI] » [56,91] [51, 99]
% DOR = 12 months 60% 80% % IC-DOR = 12 months 71% 91%
[95% CI] [28, 81] [20, 97] [95% CI] © [46, 87] [51, 99]

Responses were also observed in patients with:

ROS1 G2032R mutation foellowing =2 prior ROS1 TKls £ chemotherapy,
including lorlatinib or repotrectinib

Other ROS1 resistance mutations, including G1957A4, L1982V, S1986F,
F2004C/V, G2032K, and D2033N

*  CNS responses also observed in patients who had received =1 prior brain-
penetrant TKI, including prior entrectinib, lorlatinib, repotrectinib, or
taletrectinib: IC-ORR: 37% (16/43 » [95% CI 23, 53]), including 4 IC-CRs

No CNS progression was observed among patients who entered the study
without brain metastases at baseline per BICR

L

o Patients recelved zidesamtinib as their first TEl designed with activity against
ROS1 GH03ZR.

b Analyses of DOR based on Kaplan-Meler estimates.

¢ One progression event among responders.

' Includes 2 unconfirmed intracranial partial responses (PR).
b Analyses of DOR based on Kaplan-Meier astimates.
¢ One CNS progression event among CNS responders (n=11).

Alexander E Dirillon et al WCLC 2025



ROS1rearrangements -

GecCP
Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pretreated Patients with Advanced/Metastatic ROS1+ lng cancer

NSCLC
Safety in Advanced ROS1 + NSCLC

All Treatment-Emergent Adverse Events (TEAEs) in 215%

of Patients Treated with Zidesamtinib 100 mg QD (N = 432) °

Dose reduction due to TEAEs: 10% (43/432)
Most common (>2 patients): peripheral edema

Peripheral edema ° 36% 0.7% (n=8), blood CPK increased (n=4), peripheral
sensory neuropathy (n=4), arthralgia (n=3),

Preferred or grouped term Any Grade Grade =3

Constipation 17% 0%
P paresthesia (n=3)

Blood CPK increased 16% 3.5%
Fatigue © 16% 0.7% Discontinuation due to TEAE: 2% (10/432)
Dyspnea * 15% 3.0% * Most common (>2 patients). pneumonia (n=3)
' Patients received at least 1 dose of zidesamtinib at 100 mag QD with median duration

of exposure of 5 months (range: 0, 32). The only treatment-related adverse event in 215%
* Includes terms peripheral edema, peripheral swelling, edema, generalized edema. of pﬂtiEﬁtE was pEI’iphEFEl edema b (Eg%)

Includes terms fatigue, asthenia, malaise.
' Includes terms dyspnea, dyspnea exertional, orthopnea

Alexander E Dirillon et al WCLC 2025



MTAP-delection: a new target?
BMS-986504 in patients with homozygous MTAP-deletion: clinical results in patients with NSCLC enrolled in

CA240-0007
Safety in Advanced ROS1 + NSCLC

Homozygous MTAP-del occurs in 10%-15%
of all cancers, with NSCLC comprising up
to 27% of this population,1-5 making it a
potentially useful therapeutic target

» CA240-0007 is a first-in-human phase 1
study of BMS-986504 (MRTX1719) in
patients with advanced solid tumors with
homozygous MTAP-del

—BMS-986504 was found to be well tolerated
and demonstrated antitumor activity across
doses and multiple tumors, including NSCLC7
» Here, we report updated efficacy from

the dose escalation and expansion phases

of CA240-0007 in patients with NSCLC and
safety in patients across multiple tumor

types

BMS-986504 mechanism of action

* For patients with NSCLC treated at 400 mg
QD or 600 mg QD, the ORR was 29% (8/28)

» Responses were observed regardless of age,
ECOG PS, or smoking

Scans
Prior lines of Tx
BMG-PHES04 dose

o
GecCP

research

BOR
CR MPR MESD HPD = Ongoing Tx

BMS-986504 dose
-80 - 50 mg QD 100 mg QD

Best percentage change from baseline
=

Postbaseline scans Prior lines of Tx 200 mg QD M 400 mg QD
M 500 mg QD M 800 mg QD

=100 - 1 24 W=4 12 M3 W=4 W 400 mg BID

TP53-
positive
{n=17)t

NsQ sQ
(n=32) | (n=3)

ORR," n (%) 10 (29) 9 (28) 1{33) 7 (41)
CR 0 0 0 0
PR 10 (29) 9 (28) 1{33) 7 (41)
sD 18 (51) 17 (53) 1{33) 6 (35)
PD 7 (20) 6 (19) 1{33) 4 (24)
DCR,Y n (%) 18 (80) 26 (81) 2 (67) 13 (76)
Median TTR, mo 4.3 4.1 4.4 4.1
{range) (2.8-7.1) | (2.8-7.1) | (4.4-4.4) | (2.8-7.1)

« An additinnal ? natients with NSO NSCLC had aneaing uncanfirmed

Pasi A Jane et al WCLC 2025



To wrap up -

rrrrrrrr




	Diapositiva 1: Cáncer de pulmón no microcítico estadio IV (avanzado) con driver  
	Diapositiva 2: Disclosures 
	Diapositiva 3: EGFR mutations
	Diapositiva 4: EGFR mutations
	Diapositiva 5: EGFR mutations
	Diapositiva 6: EGFR mutations
	Diapositiva 7: EGFR mutations
	Diapositiva 8: EGFR mutations
	Diapositiva 9: EGFR mutations
	Diapositiva 10: EGFR mutations
	Diapositiva 11: EGFR mutations
	Diapositiva 12: ROS1rearrangements
	Diapositiva 13: ROS1rearrangements
	Diapositiva 14: ROS1rearrangements
	Diapositiva 15: ROS1rearrangements
	Diapositiva 16: MTAP-delection: a new target?
	Diapositiva 17: To wrap up 

