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ESTUDIO KRAScendo-1
Inhibidor de KRAS G12C (divarasib) frente a sotorasib/adagrasib en 2L de CPNM avanzado

2026

Krascendo 1: efficacy and safety of divarasib versus
sotorasib or adagrasib in previously treated locally advanced
or metastatic KRAS G12C-mutated NSCLC

Ferdinandos Skoulidis," Myung-Ju Ahn,? Shirish Gadgeel,® Sanjay Popat,* Niels Reinmuth,® Bianca van Veggel,®
Farastuk Bozorgmehr,” Victoria J Bray,? Michael Duruisseaux,? Wade T lams,® Julien Mazieres,'! Laura Bonanno,'?
Lore Decoster,'* Bo Wang,'* Youyou Hu,'® Sarah M Shagan,® Verena Lam,® Uyi Osaghae,'® Tien Hoang,'®
Benjamin J S 7

'UT MD Anderson, H

‘Royal Marsden Hos|

Jeroen Bosch Hos,

between DKFZ and Heidelberg 9, Germany
Research X ital, Liverpool, NS\
France; Theral ab, Cancer R h Center of Lyon, UMR INSERM

= . ;”;:?2" Krascendo 1: a phase lll, global, randomised, open-label
| trial in previously treated KRAS G12C-mutated advanced
or metastatic NSCLC

Key eligibility criteria

Divarasib
(400 mg QD) Treatment until disease progression,

unacceptable toxicity, death,

+ KRAS G12C inhibit i Treatment t itted withdrawal of consent,
° KRAS G 1 2 C m uta d O (9_1 00/0) inhibitor naive . reatment crossover not permitte ety et i
- ECOG PS 0-1 Y
s : + Advanced KRAS G12C-mutated Sotorasib (960 mg QD) OR
e E N t re 1 - 3 l. 18] ea S d e t rata m |e ntO NSCLC N=338 adagrasib (600 mg BID)t Treatment beyond progression was permitted
L. . + 21 but <3 lines of prior systemic
® N O pe rm Itl d 0 e nt reC ruza m Ie ntO therapy, including platllnumtbafed Stratification factors Primary endpoint Key secondary endpoints
chemo and a PD-(L)1 inhibitor * History of CNS metastases * PFS per BICR * 0S
+ Measurable disease per RECIST v1.1 * Intended choice of control arm KRAS * Confirmed ORR per BICR
. ., ) G12C inhibitort = TTCD
+ Patients with active, untreated CNS * KEAP1 mutation status* Other secondary endpoints

metastases were excluded * DoR per BICR

Objetivo primario: PFS por BICR . Other PROS



Patient demographics and baseline characteristics

Characteristic, n (%), Divarasib Control Characteristic, n (%), Divarasib | Control
unless otherwise specified (n=167) (n=171) unless otherwise specified (n=167) | (n=171) \
q Ik

Median age, years (range) 66.0 (42-87) 66.0 (39-89) Adenocarcinoma 158 (95) 164 (96) \Q MYKRAS’

Sex AL )] il Histology Squamous 2(1) 4(2) N A L:rlnprimidos recubiertos con pelicula
Male 95 (57) 96 (56) W zotorasib [

ECOG PS 0 65 (39) 68 (40) Other 7 (4) 3(2) wamﬂ;“?;:;“ﬁ”ﬁum st
1 102 (61) 103 (60) Detected 35(21)  37(22) -
Never smoked 4(2) 6 (4)

Smoking status KEAP1 mutation status™ Not detected or

Current/former smoker 163 (98) 165 (96) K t 132 (79) 134 (78)
White 127 (76) 135 (79) unxnown
Asian 17 (10) 23 (13) <1% 57(34)  70(41)
Race Black or African 5(3) 101) PD-L1 status* 1-<50% 62 (37) 65 (38)
American 250% 43 (26) 32 (19)
glt::z;)e 110%(:;3)) 182 gzj) History of CNS Yes 28(29)  51(30)
. . . metastases*s No 119 (71) 120 (70)
Geographic region ggghoﬁma gg 88 ﬂ gi; Intended KRAS G12C___ Sotorasib 153 (92) 156 (91)
1 121 (72) 118 (69) inhibitor in control arm*  Adagrasib 14 (8) 15(9)
Prior lines of therapy ~ 2 41 (25) 51 (30) Prior CPI status Prior CPIT 165(99) 171 (100)

3 5(3) 2(1) No prior CPI 2(1) 0




Progression-free survival by BICR

Divarasib Control
(n=167) (n=171)
100 Patients with event, n (%) 101 (60.5) 128 (74.9)
Median PFS, months (95% CI) 9.8 (8.1-12.9) 5.7 (4.2-6.8)
Stratified HR (95% CI) 0.58 (0.44-0.76)
75 p-value* <0.0001 Z
05 SUPERVIVENCIA LIBRE DE PROGRESION

months

................. s : 9’8m frente 5,7m
HR=0,58 (-0,76)

months

PFS by BICR (%)
S
1

254 .
- 24.0%
0 T T T T T T 1
0 3 6 9 12 15 18 21
Patients at risk Time (months)
Divarasib 167 142 108 80 53 27 3 0
Control 171 116 73 54 26 14 0 0

Ove ral I s u rVivaI Divarasib Control
(n=171)

(n=167)

Patients with event, n (%) 63 (37.7) 93 (54.4)
Median OS, months (95% Cl)  17.7 (16.3-NE) 12.0 (10.0-15.2)
1004 Stratified HR (95% Cl) 0.56 (0.41-0.78) ‘
p-value* 0.0005
12-month OS, % 67.1 49.2
SUPERVIVENCIA GLOBAL
17,7m frente 12,0m E o T
(] .
months :49.2%
HR=0,56 (-0,78) -
0 T T T 1 1 1 1
0 3 6 9 12 15 18 21
Patients at risk Time (months)
Divarasib 167 160 142 120 95 41 6 0
Control 171 159 128 94 65 31 6 0
KEAPT mutation status® _ Detected 72 35 87 37 7.0 —— 0.63 (0.36-1.10)
Not detected/unknown® 266 132 NE 134 14.2 —@— 0.53 (0.35-0.78)
History of CNS Yes 99 48 16.1 51 12.0 —o— 0.78 (0.44—1.39)
metastases* No 239 119 17.7 120 11.9 0.50 (0.34-0.74




KRASI (OFF): highly competitive field (Phase l/ll data)

Response Rate (%) [ Progression Free Survival (mo.) ‘ Overall Survival (mo.)
A FULZERASIB. N=116 +o I, -
"
¢ | GARSORASIB.N-=189 | +s [ - : | 142
F
§ GLEGIRASIB. N=119 | g [ | 136

:
r
§
F
<
c
-

ENHANCED INHIBITORS

RMEVT —~CN

ADAGRASIB. 116 N | 141
SOTORASIB. N=126 - I ¢ : 125
70 60 0 40 30 20 10 0 S 0 1 2

KRAS: de inhibir G12C(OFF) a bloquear RAS(ON) — ¢ el siguiente cambio de paradigma?




Toxicidad

Most common TRAEs

Divarasib (n=167) Control (n=171)
Diarrhoea - 66% 38%
Nausea - 53%
Vomiting -
ALT increased - 23%

AST increased
Fatigue

Decreased appetite
Lipase increased

Blood ALP increased

Constipation 13% 3%
Grade 100 80 60 40 20 0 20 40 60 80 100
En Divarasib Patients (%)

Enn Control

Toxicidad similar a los inhibidores de la
misma clase.

Principales eventos adversos los
gastrointestinales (diarrea, nauseasy
vomitos). Mayor tasa de toxicidad digestiva
frente a brazo control (grado 1-2).

Menor tasa de hepatotoxicidad.




Discusion del estudio
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Beneficio consistente en SG y SLP

Beneficio dudoso en ECOG 2 o mts
cerebrales

Perfil de toxicidad similar

Persiste la toxicidad de los
iRAS G12C (OFF)

Fase 3 de comparador brazo estandar [ Probable terapia puente a iRAS ON
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ESTUDIO SAFFRON

Inhibicion dual de EGFRy MET (oral) en progresion a 1L con osimertinib (CPNM avanzado EGFRmut)

congress

Osimertinib plus savolitinib versus platinum—pemetrexed
in patients with EGFRm advanced NSCLC with

MET overexpression and/or amplification after progression
on osimertinib: SAFFRON Phase lll primary results

Shun Lu," Nicolas Girard, Yusuke Okuma, Frances A. Shepherd,

Xiaorong Dong, Surein Arulananda, Giulio Metro, Hidetoshi Hayashi,

Laura Bonanno, Yu Jung Kim, Zhe Liu, Myung-Ju Ahn, Yuping Sun, m
Thuong Vu Le, Silvia Novello, Rafa Lolo, Balakumar Swaminathan,

Laura Roncoroni, Francis Maria Esposito, James Chih-Hsin Yang st
ﬁ ;m Key inclusion criteria

'Department of Medical Oncology, 1

Shanghai Chest Hospital, 7
Shanghai Jiao Tong University, ] g 3 Ag ed 218 years (2 19 years
School of Medicine, Shanghai, China ' '

P o > in the Republic of Korea)
25 Qctober 2026 t.; B j
» EGFRm (Ex19del, L858R,

and/or T790M) locally
advanced or metastatic
NSCLC

MET overexpression
(IHC3+=90%) and/or
amplification (FISH10+)*
centrally confirmed with
post-progression tissue biopsy

Progression on 1L or 2L
osimertinib as the most recent
anticancer treatmentt

ECOGPS0/1

Stable CNS metastases
were allowed

* MET sobreexpresado (IHQ >90%) o amplificado (FISH10+)
* Brazo comparador: platino + pemetrexed
* Objetivo primario: PFS BICR

N=324

Stratified by:
Race
(Asian / non-Asian)

Baseline brain
metastases
(Yes /no)

Line of treatment
(2L/3L)

Osimertinib 80 mg QD + savolitinib 300 mg BID* g

Treatment beyond PD allowed per investigator discretionfl

Pemetrexed 500 mg/m?

+ carboplatin AUC5 / Maintenance

pemetrexed 500 mg/m?

cisplatin 75 mg/m? s
(Q3W for 4 cycles) QI

Primary: PFS by BICR per
RECIST v1.1 in the FAS

Key secondary / exploratory:

+ PFS by investigator, OS,
Investigator- ORR, DoR, DCR and tumour
assessed PD shrinkage in the FAS

(EaNSEIRGRIE - PFS in patients in the

or discontinuation MET-overexpressed

(IHC3+290%) or

MET-amplified (FISH10+)

analysis sets

+ Safety in the SAF




Osimertinib + savolitinib Platinum-pemetrexed

Characteristic (n=17) (n = 167)
Sex: male / female, % 36/ 64 35/65
Median age (range), years 64 (34-86) 64 (37-86)
Race: Asian / non-Asian,* % 63 /36 66/ 28
ECOGPS:0/1,% 35/65 29/ 71
Extent of disease: locally advanced / metastatic, % 5195 57195
Brain metastases at baseline, yes / no, % 31/69 31/69
Prior line of therapy: 1/22, % 84/16 84 /16
MET status: IHC3+290% / FISH10+ / both, % 73175149 71169141
EGFR mutation at randomisation:* Ex19del / L858R / other,* % 65/35/1 69/30/1
Smoking status: never / current / former, % 68/2/30 68/4/28

lia Hernando (2024) 2,
¢ - [ o Asia
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ESEM™ Progression-free survival by BICR SIEMD Overall survival

Median OS, months

10

= 09 - Median PFS, 10 e (95% CI)

Z months (95% Cl) ' I Osimertinib + litinib 17.8 (15.6, 23.7

E o5 - 09 simertinib + savolitini .8 (15.6,23.7)

é o7 4 M Osimertinib + savolitinib 76(5.6,9.7) T o8 M Platinum-pemetrexed 12.9(10.6, 16.8)

H
§ 06 B Platinum-pemetrexed 54(4.2,58) a o7 HR (95% Cl); p-value 0.68 (0.50, 0.91); p = 0.010*
E 061 .

% 05 HR (95% Cl); p-value 0.55 (0.42, 0.72); p<0.001 g s Overall maturity: 53%

04 7 5

s 2 047

Z 03 1 E 03

H i F

_g 02 £ 021

& 01 o 0.1

(V21 e s S S S S S B B B E HE R N S L B B S B R S S B S B B B B B B S e E e | orT—r T rrrrrr&r 17+ 1’1 1T T T T T T 11
0123 456 7 8 91011121314 15 16 17 18 18 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 01234567 8810M1213141516171819202122324252627282930313233343%5%738
Months since randemisation ::u’z::;’:umbe, No.atrisk Months since randomisation g:z:g:; number
No. at risk of events Osimertinib + savolitinib 171 170 166 162 157 152 144 138 133 130 119 114 98 93 B89 74 63 59 51 46 43 38 31 27 22 17 14 14 13 8 7 6 6§ 5 3 2 1 1 0 171/87
Osimertinib + savoliinip 171 166 144 124 120 88 62 75 70 64 54 49 39 34 28 25 24 22 21 ¥4 ¥4 8 & 6 5 2 1 4 4 1 4 4 4 1 1 1 1 4 0 AW Platinum-pemetrexed 167 154 150 142 137134 128 119 113 96 86 70 62 51 48 40 36 32 27 23 21 20 20 19 18 16 16 12 11 9 7 4 4 3 2 2 1 1 0 167/93
Platinum-pemetrexed 167 139109 87 77 61 43 34 30 22 17 12 8 7 7 4 4 3 3 1 1 1 0 0 0 O O O 0 0 0 0 0 0 0O O 0 0 O 167 /113
[ Osimertinib plus savolitinib provided a statistically significant 45% reduction in the risk of disease progression or death ] [ Osimertinib plus savolitinib provided a statistically significant 32% reduction in the risk of death,
compared with platinum-pemetrexed with a 4.9 month improvement in median OS, compared with platinum-pemetrexed

EWEMD Progression-free survival by BICR: MET subgroups

MET-overexpressed analysis set MET-amplified analysis set*
Median PFS, Median PFS,
months (95% CI) months (95% Cl)
o B Osimertinib + savolitinib 8.5 (5.7,11.1) - [l Osimertinib + savolitinib 7.6(5.6,9.7) . . .
Zz B Platinum-pemetrexed 56 (4.4,6.7) Zz M Piatinum-pemetrexed 4.2(3.1,55) Be n ef ICIO consl St e nte en el
N HR (95% CI); p-value 0.51 (037, 0.71); p<0.001 M HR (95% CI) 0.48 (0.35, 0.66) an a' li S is d e su b gru p oS

40%

Probability of progression-free survival

Probability of progression-free survival

LI e e I B B o o e A A LA e B B o e e e e L o e e o B LA B o o e e e L o e o e LI
012 3 456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 8 01 23 45 6 7 8 9 10 111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38
n . . No. of T . . No. of
Months since randomisation pationts Months since randomisation patients /
No.at risk no.of - No, atrisk no. of
Osimertinb + Srenls o mertrib + events
s:r::ielinih 124120106 94 92 76 64 59 55 50 40 36 29 25 22 18 17 16 15 1010 6 6 5 4 1 1 1 1 1 1 1 4 1 1 1 1 1 0120/ oy 12912510893 91 75 63 58 54 43 39 35 28 24 20 19 19 17 B 11 11 6 6 4 4 2 1 1 1 1 1 1 1 1 1 1 1 1 0128/8

mg;d11&95716663493326231613!0755332211|OODnDODnﬂDDDﬂDDOOMB/M E!:,:"g‘m";d11595725242322:1915|2s54::11nnoonnannnonnnonnonnnons/ra

[ PFS by BICR in the MET-overexpressed and MET-amplified analysis sets was generally consistent with the full analysis set ]




EHEMD™ All-causality adverse events in 215% patients*

TEAEs
Peripheral oedema 49
Anaemia 54
Diarrhoea The most common any-grade TRAEs
Nausea (preferred terms; in 220% of patients) in the
Increased creatine kinase osimertinib plus savolitinib arm were:
Hypoalbuminaemia * Peripheral oedema (42%)
Paronychia * Nausea (21%)
Increased AST * Increased creatine kinase (20%)
Increased ALT = Paronychia (20%)
Decreased platelet count
Increased blood creatinine
Vomiting
Decreased WBC count

Osimertinib + savolitinib, all grades
Constipation

Decreased appetite . Osimertinib + savolitinib, grades =3

Fatigue Platinum-pemetrexed, all grades
Decreased neutrophil count .
Neutropenia . Platinum-pemetrexed, grades =3
Asthenia
1[;0 QID slo 7I0 Glo 5;0 4I(l 3I0 2ID 1I0 ll) 1l0 2I0 3I(l 4'n 5ID sl(l TID a'o 9-0 1[;0
Patients (%)
[ The most common TEAEs in the osimertinib plus savolitinib arm were peripheral oedema, anaemia and diarrhoea ]

* Perfilde toxicidad para tener en cuenta.
 Toxicidad grado =3: 64% frente 64%
* Interrupcion del tratamiento: 14% frente 8% '




Discusion del estudio

e

Beneficio consistente en SG y SLP [ Brazo comparador clasico J

Alternativa oral frente a QT [ Diferencia en SLP modesta J

Seleccion de pacientes (MET+) [ Perfil de toxicidad dudoso }




ESTUDIO OptiTROP-Lung04



ESTUDIO OptiTROP-Lung04

Resultados finales de SG con sacituzumab-tiromutecan en CPNM 2L EGFRmut frente a QT

2026

Final OS analysis of sacituzumab tirumotecan (sac-TMT) versus platinum-

based chemotherapy in EGFR-mutated non-small cell lung cancer (NSCLC) * Nueva pos ibilidad de secuencialidad de tratamiento
after progression on EGFR-TKI: phase Il OptiTROP-Lung04 study
it G org hangt iy L W e o Fog . Giming Worg e g, K L v * Objetivo primario: PFS BICR

Diao®, Junyou Ge'® 17, Yunpeng Yang'

c . and Ted o 1 l 4
—F WW 1‘“\ OptiTROP-Lung04 Study Design
: Randomized, multicenter, open-label, phase 3 trial (NCT05870319)
Key Eligibility Sac-TMT Primary endpoints’
- ECOG score 0 or 1 5 mg/kg IV, G2W « PFS assessed by BICR

(n=188)

* Nsg-NSCLC (stage IIIB/IIIC or stage IV) Secondary endpoints’

* EGFR-sensitive mutations

* OS (key secondary endpoint)
 Pemetrexed 500 mg/m? + Carboplatin AUC 5

or Cisplatin 75 mg/m? Q3W for up to 4 cycles

N=376

« PFS assessed by investigator

; _ + Pemetrexed 500 mg/m? maintenance, Q3W * ORR, DCR, DOR, etc.
TKls with negative T790M (n=188) « Safety

« Progression after 3rd gen TKI therapy
or progression after 1st or 2nd gen

Treatment until disease progression, intolerable toxicity, or patient request to discontinue treatment.

Stratification factors: Pre-specified final analysis for OS:
1. Prior EGFR-TKI therapy

(3rd gen TKl in 1st line vs in 2nd line vs no 3rd gen TKI)
2. Brain metastases (yes vs no)

« approximately 250 OS events have occurred




Overall Survival

Sac-TMT demonstrated a sustained OS benefit over chemotherapy, with a 31.0% reduction in the risk of death, Beneficio en pacientes que
corresponding to an 8.5-month difference in median OS between the two groups. progresan a 1L.

Sac-TMT Chemo o .
100 m=188) [ (n=48) Beneficio en L858R
0S events, n (%) 114 (60.6) 137 (72.9) .. ..
Median,mo@9%C)  259(22,215) 174(157,203) Beneficio en mts multinivel
= Sac-TMT 24-mo OS rate, % (95% Cl)  54.1(46.6,60.9) 37.2(30.3,44.2)
= 60 mOS: 25.9 mo 30-mo OS rate, % (95% Cl)  40.5(334,47.5) 284(220,35.2)
=
0§) __________________________
s 40 1 Chemo \\M
g mOS: 17.4 mo HR 0.69 (95% CI: 0.54-0.89)
20 H\\“—““*“-w Nominal one-sided P = 0.0021
Sac-TMT
Chemotherapy
0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 7
Time (Monts) MAL PRONOSTICO
No. at risk
Sac-TMT 188 184 167 158 147 133 123 1M1 100 81 58 27 1 0 Median fo"ow.up: 32.3 months
Overall Survival: Subgroup Analyses
A consistent OS benefit of sac-TMT over chemotherapy was observed across all subgroups.
Subgroup sac-.lrih\ﬁ’nlslNgmber . HR (95% CI)
ggxsubjects 114/188 137/188 ey 0.69 (0.54 - 0.89)
S U P E RVI VE N CI A G LO B AL Female Jonz A0S L mresaary 06 02809
Agfgs 75130 971137 —— 0,66 (0.49 - 0.89)
" e e
No 85/145 95/135 —— 0‘68(050:091)
25,9 meses frente 17,4 meses s
PSS A oo
~ —3rd-generation EGFR-TKI'in 2nd-line  40/60 4160 —— — F— o 081 (6:33:?26) —
2 anos: 54% frente 37% B etitase o o I a2
P — -
No ) 99/163 109155 ——: 0.72 (055 - 0.95)
30 meses: 40,5% frente 28,4% T 2 = 19265133
T7"9‘2;tr|1\::ta"on SIS 30/48 29/40 l—’——i 0.76 (0.45 - 1.26)
Positive 20/29 24/36 = 0.82 (0.45 - 1.48)
Unknown 64/111 84/112 P : 0.62 (0.45 - 0.86)
Me(l;slahc sites - 3060 3ee2 }—.—1 078048 .717_726%
>=3 84/128 99/126 —— 0.62 (0.46 - 0.82)

T T
0.125 0.25

- 05 1 15, @
Dl okl 6 At 2026 <--Sac-TMT Better Chemotherapy Better—->

Professor Wenfeng Fang
Content of thes presentabon 1s copynght and responsibxiity of the author. Permission is required for re-use. -,”mmf\”'ﬂ”"»’»
2006



Discusion del estudio

Confirma datos en SG

Perfil de toxicidad manejable

Brazo comparador clasico ;QT-
amivantamab?

;Solo pacientes de mal pronostico? }

Baja tasa de eventos adversos G>3

w ' 3‘“ N _ ' .
|
|
|

Necesidad de biomarcadores }




ESTUDIO PANKU-Lung01y HERON-Lung01



PANKU-Lung01 Study Design

PANKU-Lung01 study is an open-label, multicenter, randomized, phase Ill study

Key eligibility criteria

« Locally advanced or metastatic non-
squamous NSCLC

» Documented EGFR sensitizing mutant
(exon 19 deletion or L858R)

« Progressed on prior 34-generation
EGFR TKI therapy (up to 2 prior lines
of EGFR TKI)

« Treated/stable CNS metastasis
allowed

* Measurable lesion per RECIST v1.1

* ECOGPS 0-1

Iza-bren

2.5 mg/kg D1D8 Q3W

PBC
Pemetrexed +

Cisplatin/Carboplatin Q3W

Stratified by

+ ECOGPS(0Ovs 1)

« CNS metastases (Yes vs No)

« Prior anti-angiogenic therapy (Yes vs No)

Treatment until

Disease progression per RECIST v1.1 or intolerable toxicity |

Hees
a=0.025

j Other secondary endpoints I

- PFS(INV)

+ ORR(BICR & INV)

* DCR (BICR & INV) )
« DOR (BICR & INV) |
« Safety, PK, Immunogenicity ;

Izalontamab brengitecan

ADC biespecifico EGFR/HER3

Note: Iza-bren was dosed with 10%

ion per protocol; d 500 mg/m? plus cisplatin 75 mg/m? or pemetrexed 500 mg/m? plus carboplatin (AUC 5) Q3W.

ECOG PS, Eastern Cooperative Oncology Group performance status, Q3W, every 3 weeks, AUC, area under the curve, CNS, central nervous system
PFS, progression-free survival, BICR, biinded independent central review, 08, overall survival, INV, nvestigator assessed, ORR, objective response rate (confirmed), DCR, disease control rate, DOR, duration of response

PFS by BICR: Primary Endpoint

Iza-bren showed statistically significant and clinically meaningful improvement vs PBC with doubling of mPFS.
Iza-bren PBC

im (N =216) (N = 206)
5 Number of events 128 164
% 75 Median, mo (95% Cl) 11.1(9.2,12.7) 57(55,59)
[ 4 Oo ¥ ; ; 1

e SLP11,1m frente 5,7m, HR=0,40 : e— v
T

 SGinmadura (NA frente 19,4m) g

« Toxicidad G=3: 78,7% frente 62,1% E |
sl ) 3 5 A % R A %

Time (Months)

>>> Principal toxicidad mieloide

Subjects at risk

143

PFS (BICR) was evaluated in the mITT population. The median duration of follow-up for PFS was 14.6 months.
Similar results were observed for PFS (BICR) in the ITT population, with 129 events in the iza-bren arm and 164 events in the PBC arm. The hazard ratio (95% Cl) was 0.40 (0.31, 0.51).
tBased on a stratified Cox regression model. *One-sided, based on a stratified log-rank test.

LiZhang

Content of this presentation is copynight and

bility of the author. P Data cut off: July 15, 2026

on 1S required for re-use

2026




Study Design

+* HERON-Lung01: an open-label, randomized, phase 3 trial (NCT06671379)

~

( Key eligibility criteria

* Locally advanced/metastatic Nsq Ruzaltatug rezetecan Primary endpoint

gir(I:ﬁLrﬁed EGFR mutation el * PFSperBICR

(LB58R/Ex19del*) Secondary endpoints R uza lt at u g rez et ecan
* Progression during/after EGFR-TKI . 0S

~ Prior 3 gen TKI required for : Carboplatin AUCS/ + PFS per INV AD C HER3

T790M tumors
« No other prior systemic therapy c:;mzs mg/m? o * ORR per BICR and INV
e cycles '
i + Pemetrexed 500 mg/m? Q3W | - DCR per BICR and INV

+ ECOGPS0-1

\

* DoR per BICR and INV
Crossover permitted at PD

Stratification factors + Safety
« Brain metastases (yes vs no) Ruzaltatug rezetecan - 3

* EGFR mutation type (L858R vs Ex19del) 8 mg/kg Q3W, IV

« Prior first-line 3 gen EGFR-TKI (yes vs no)

Ruzaltatug rezetecan Chemo
(n = 250) (n=248)
Event, n (%) 108 (43.2) 156 (62.9)
- Median PFS (95% Cl), mo 8.3(6.9-9.9) 5.4 (44-56)
— i HR* (95% ClI 0.47 (0.36-0.60
* SLP8,3m frente 5,4m, HR=0,47 il d(edpva:uet ; e )

75+

e SGinmadura (HR=0,70, p>0,05)

50

PFS (%)

>>> Entrecruzamiento permitido "
+ Toxicidad G23: 40,7% frente 38,9% — I

T T T T T 1 1 T I

0 2 4 6 8 10 12 14 16

>SS . o . s No. at risk Time since randomization (mo)
Perfl l' d e tOX ICI da d mas favo ra b l'e Ruzaltatug rezetecan 250 225 179 90 62 20 10 5 0
Chemo 248 200 141 44 26 7 4 2 0

« Consistent PFS benefit per investigator assessment: HR 0.46 (95% Cl 0.36-0.60)




Investigacion traslacional con ctDNA: ALKy EGFR



Papeldel ctDNA en la aparicion de resistencia a lorlatinib (CPNM ALK+ 1L)

Aparicion de resistencias mediante las vias de angiogénesis, RAS e inflamacion

Resistance mechanism Genes*® Pati::rt‘se:i:h(;: ;:red
DNA damage repair ATM, BRCA2, CHEK2, XRCC2 6/17 (35%)
Inflammatory-response AXL, IL1R1, LYN, MET, MYC, and ROS1 6/17 (35%)
RTK/RAS/MAPK FLT1I/VEGFR1, KRAS, MAP2K1, MET, NTRK1 6/17 (35%)
Oncogene amplification MET, MYC, NOTCH2 517 (29%)
Tumor suppressor BRCAZ2, FAT1, LRP5, RB1 517 (29%)
Angiogenesis FLT1/VEGFR1 3117 (18%)
Epigenetic regulation HDAC6 217 (12%)

TP53wt

Respuesta prolongada que no se

correlaciona en crizotinib

MAYOR HETEROGENEIDAD TUMORAL

-> RESISTENCIA PRECOZ

7-year PFS by baseline TP53 mutation status

* Lorlatinib showed prolonged PFS vs crizotinib regardless of baseline TP53 mutation status

* In the lorlatinib group, longer PFS was observed in the TP53 mutation—-negative vs mutation—positive subgroup; in the
crizotinib group, PFS was short regardless of baseline TP53 status

Probability of PFS

1.0+
0.94
0.84
0.71
0.6
0.54
0.4+
0.31
0.2
0.14

0.0

Lorlatinib Crizotinib

TP53mut(-) TP53mut(+) TP53mut(-) TP53mut (+)

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Months

n=73 n=43 n=65 n=44
PFS, median (95% CI), AR 516 109 72
months (NRNR)  (184NR)  (80-128)  (5693)
650 408 23 69
T-year PFS (85% C1), % (G45774) (213611) (03157)  (19-245)
HR (95% Cl),
%Ch 048 (0.268.0.857) 078 (05131 186)

mut () vs mut (+)




Aclaramiento del ctDNA en la respuesta a QT-osimertinib (CPNM EGFRmut 1L)

El aclaramiento de ctDNA en las tres primeras semanas es biomarcador pronostico (no predictivo)

EJESMD " In patients with baseline-detected plasma EGFRm, rate of EGFRm
clearance was similar between treatment arms at Weeks 1, 2, 3, and 6

Tras seis semanas de tratamiento alrededor del

4211 557 (76%) patients enrolled in FLAURAZ2 had an evaluable baseline plasma EGFRm ddPCR result (ctDNA analysis set)’
Of those patients included in the ctDNA analysis set, plasma EGFRm at baseline was detected in 147 / 212 (69%) patients in the osi + plat-pem

arm and 161 /209 (77%) patients in the osi mono arm' 90% de I.OS paCienteS aCla ra el. CtDNA.

L R T e o o o e e O e

||||||||||||||||||||||||||||||||||||||||

1
1 | O B |
|

B e S R - La diferencia de aclaramiento es durante las
,72) | | (95% €155, 72) (95% C172,88) | | (95% C163,79) (95% CI

3
o -

75 -

1
t
51) (95% C1 5
I
1
1

' tres primeras semanas.

Proportion of patients (%)

25 -
; : : ; . : . : EWESMD " PFS improved with osi + plat-pem versus osi mono irrespective
(5% K000 SRRCHA M1 (S0 Ci 3.4 — 8 B (o5 WKL EDEN 6o 18 of Week 3 and 6 plasma EGFRm clearance status
Osi + plat-pem Osi mono Osi + plat-pem Osi mono Osi + plat-pem Osi mono Osi + plat-pem Osi mono
n=104 n=131 n=113 n=133 n=109 n=140 n=105 n=137 Plasma EGFRm clearance at Week 3 No Plasma EGFRm clearance at Week 3
Osi + plat-pem Osi " " LH_
Detected plasma EGFRm @ Non-detected plasma EGFRm . Dets asma EGFRm Non-detected plasma EGFRm g g s
Paber lasma EGFRm and a vad plasma EGFR: it for the analysss week shown (Week 1.2 3 or 6) Clearance was defined as undetected D *19del LBSER) af Week 1 2 3 or 6 where & was delecied al baselne. } = } o Clearance No clearance
o \ 4PC 4l polymerase chan reaction, EGFR mal growth fackor receptor, EGFRm. EGFR mutation. Ex 19del. 0x0n 19 doletion. mono. manotherapy. o, oamertd, pe, pemetrexed. plat. pabrun —— 2 , % N — "’:’:": ;‘:’:"m"" Feisio T ST
s " W Osimono 152(136.19.3) 111(56, 165)
| = 4 : HR (95% CI) ﬂjt?ﬂ 35,075) B 0.62(0.33, Ijll)
Wb, Dy DTS S R RN OO OO
—®w ® s ¥ 8 w o “% 2z w w® & 3 o
o 4 o o o O Plasma EGFRm clearance at Week 6 No Plasma EGFRm clearance at Week 6
ctDNA (3 semanas Osimertinib + QT | Osimertinib
o 0% e 05 Clearance No clearance
% mPFS (95% CI), months
- . 76220, NR 18(5.1,221)
Aclarado 27,6 meses 15,2 meses T
13 o HR (95% CI) 0.54(0.38,0.77) 0.39 (0.16, 0.94)
o
Persistente 19,6 meses 11,1 meses

D Planchard WD, O




Conclusiones



Conclusiones

KRAS G12C: Los resultados de KRAScendo-1 muestran una mejoria significativa en
supervivencia con divarasib frente a los inhibidores disponibles, consolidando la inhibicion
de KRAS como una estrategia terapéutica en evolucion.

EGFRmut: La inhibicion dual EGFR/MET y los nuevos ADC han demostrado resultados
relevantes tras la progresion a osimertinib. Sin embargo, la seleccion molecular, los
perfiles de toxicidad y la secuenciacion optima de estas estrategias continuan siendo
cuestiones importantes por resolver.

Investigacion traslacional: Los analisis de ctDNA en EGFR y ALK permiten profundizar
en los mecanismos de resistencia y en la identificacion de pacientes con diferente
pronaostico.




Gracias
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