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KRAS G12C

First-line divarasib plus pembrolizumab in advanced or metastatic KRAS G12C+ non-small cell gng

cancer: results from the Krascendo 170 study
Ferdinandos Skoulidis

Key eligibility
criteria

. 218 years of age

- Unresectable
advanced/metastatic
KRAS G12C+ NSCLC

- Non-squamous
histology

- Measurable disease
per RECIST v1.1

- No prior systemic
treatment

-ECOGPSOor1

- No symptomatic,
untreated or actively
progressing CNS
metastases (except
Cohort D)

N =~320

2026 ASCO
ANNUAL MEETING #Ascozs

Cohort A1:
PD-L1 positive (21%)

Cohort A2:
PD-L1 negative (<1%)

Cohort B:
Any PD-L1

Untreated CNS mets

Dose-finding

Divarasib 200 mg QD + 3
pembrolizumab Q3W

Dose-expansion

Divarasib 400 mg QD +
pembrolizumab Q3W

Divarasib 200 mg QD +
pembrolizumab Q3W

Divarasib 400 mg QD + pembrolizumab Q3W

Divarasib 200 mg QD +
pembrolizumab + platinum-
based chemotherapy* and
pemetrexed Q3W

Divarasib 400 mg monotherapy QD

Divarasib 400 mg monotherapy QD

Divarasib 400 mg QD +
pembrolizumab + platinum-
based chemotherapy* and
pemetrexed Q3W

Primary endpoint

- Safety (AEs and change
from baseline in targeted
safety parameters)

Key secondary
endpoints

. Efficacy (ORR, DoR,
PFS)

. PROs

. Pharmacokinetics

. Recommended dose

PD-L1 expression was assessed by either central or local testing

*Carboplatin or cisplatin per investigator's choice

AE, adverse event; CNS, central nervous system; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-L1, programmed death-ligand 1
PFS, progression-free survival; PRO, patient reported outcome; QD, once daily; Q3W, every 3 weeks, R, randomized; RECIST, Response Evaluation Criteria in Solid Tumours

presenten BY: Dr Ferdinandos Skoulidis

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org
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First-line divarasib plus pembrolizumab in advanced or metastatic KRAS G12C+ non-small cell gng o

cancer: results from the Krascendo 170 study Fetesieh
Ferdinandos Skoulidis

COHORTE A1 (PD-L1 +): Divarasib 200 mg COHORTE A2 (PD-L1 -): Divarasib 400 mg
+Pembrolizumab +Pembrolizumab

* TR:72,9% * TR:69,6%

* DoR:NR e Taresp:40,5m

e Taresp43dias
e EAs=G3:65,4%
e ALT 20%, AST 18%diarrea 16%; Ny V2%
SLP:19,3m * Disminucion de dosis: 52,6%
* Interrupciones: 69,2%
e Stop:12,8%

100 T

6-month PFS
83.5%

80

— 60

...............................................

PFS (%

40- | Modian PFS * Diarrea, transaminitis, aumento lipasa, N/V.
| i 19.3 months
20 A
+ Censored
01, T f r T T — r r
0 3 6 9 12 15 18 21 24 27
Time (months)
No. at risk 59 54 44 37 23 18 9 5 NE NE




KRAS G12C

Elisrasib (D3S-001), a next-generation GDP-bound KRAS G12C inhibitor, as first-line therapy for
G12C mutation-positive non-small cell lung cancer (NSCLC)

Shun Lu’

Ph1 Dose Escalation Ph2 Proof-of-Concept Key Eligibility

Advanced/metastatic solid tumors with KRAS G12Cm
Elisrasib administered orally QD, 21-days per cycle

= Backfill allowed in cohorts > 50mg QD

+ KRAS G12Ci pre-treated allowed in cohorts 400-

900mg QD
900mg
r (n=9)
600mg 600mg QD
r {l‘l=9} for all PoC cohoris,

400mg

r‘ (n=9)
&3
(n=5)
r' (n=7)

+ Total 42 pts dosed (256 NSCLC, 13 CRC and 4 PDAC)
« No treatment-related DLT. MTD not reached.

#ASCO26 PResENTED BY: Shun Lu, M.D.
Presentation is property of the author and ASCO. Permission requited for reuse; contact permissions @asco.org.

1L NSCLC

Cohort: Monotherapy:
Elisrasib (N=~40)
« PD-L1 <1% (n=~20)
« PD-L1 21% (n=~20)

Cohort: Combination therapy:

Elisrasib + pembrolizumab* (N=~60, including
safety run-in 6 pts)

* PD-L1 <1% (n=~20)
« PD-L1 1-49% (n=~20)

- PD-L1 250% (n=~20)

* Pembrolizumab 200mg Q3W
FPI: 2024-08-08; DCO: 2026-01-06

Later-line NSCLC/CRC/PDAC cohorts

Elisrasib monotherapy or combination

2026 ASCO

ANNUAL MEETING

\

Metastatic or locally advanced NSCLC

Not received prior systemic therapy for
advanced/metastatic disease

Documented KRAS p.G12C mutation
from local PCR/NGS testing

No known EGFR mutations,
ALK/ROS1/RET rearrangements,
NTRK1/2/3 gene fusions, BRAF VG00E
mutations, or MET exon 14 skipping
mutations

PD-L1 expression by Dako 22C3

Untreated asymptomatic brain
metastases are allowed

Key Endpoints

Safety + Pharmacokinetics
Efficacy « Biomarker
ASCO uasrseame
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Elisrasib (D3S-001), a next-generation GDP-bound KRAS G12C inhibitor, as first-line therapy for Ig/g CP

G12C mutation-positive non-small cell lung cancer (NSCLC)

lung cancer
research

Shun Lu
MONOTERAPIA | +PEMBROLIZUMAB _ E''srasib Monotherapy _E + Pembrolizumab
TR 78% 81,3% -
TCE 95,1% 97,9%
SLP 12,4m (12m: 50,8%) NR (a 12m: 53,7%) R
SVai12m 90,0% 88,8%
DoR NR NR -
* a12m: 52,6% * al12m: 73,2% gt
Respuesta a las 6 s 65,6% 82,1% —
MONOTERAPIA + PEMBROLIZUMAB - Actividad robustay duradera
EAa>G3 7% 32,7% > Fase 3
Disminucion dosis 0 23,1%
Interrupciones 9,3% 50%
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A phase 1/2 study of ISN1611, a highly selective oral KRAS G12D inhibitor, in solid tumors: encogra?g'rl%canpw
efficacy and manageable safety in KRAS G12D mutated NSCLC patients researeh

Phase 1a part Phase 1b part Phase 2 part
Dose escalation/confirmation Randomization Portion Dose expansion at RP2D
_ * EAs G3:21,4%
(N = 40) (N = 30) (N = 80~120)

* Interrupciones de dosis: 14,3%

| POIN | gﬂg%r)” Fancreatic Gancer » Disminucion dosis: 23,8%
AT PR— ITOA I 1200 Cohort 2: Colorectal Cancer e Stop: 0%
600 mg o RP2D I : :
| | [T I P LRI Rndomizaiion af. JENASSSEN * Lo mas frec: diarrea: aumento lipasa,
i 200 m  BiD 2 osiegimens [l Cohort 3: NSCLC
m o . .

I %Og mg BID Backfill enrollment: (n=20-40) N/V, anemiay linfopenia

BID W "f ﬂdétr'ogzlrg acgﬁgtrfs Cohort 4: Other solid tumors

P Eley)  to confirm dose (n=20)

1°L (n=5) | Previamente tratados | Total (n=27)
(n=22)

TR 80% 36,4% 44,4%
TCE 100% 86,4% 88,9% DoR: 8,4m
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Phase I/lla study of DN022150, a novel selective noncovalent small molecule KRASC®'2P inhibito

patients with advanced KRAS®'?P-mutant solid tumors
Yuejuan Cheng, MD

Criterios de inclusion: Eas 2G3:50,7%
 Tumores solidos avanzados KRAS G12D 7,5% AST, 13,4% neutropenia, 7,5% anemia
« Previamente tratados con tto estandar Disminucion dosis: 4,5%
e ECOG 01-1 Stop: 4,5%

Obj 1%: seguridad, MTD, dosis, TR

Dose Escalation Dose Expansion Indication Exploration Total

- N=28 N=29 N=10 N=67 TR: 33,9%
Median age, year 59.5 63 67 63
Male, N(%) 11(39.3) 21(72.4) 4(40.0) 36(53.7) TCE 78%
ECOG PS 1, N(%) 26(92.9) 24(82.8) 7(70.0) 57(85.1)
Tumor type, N(%)

NSCLC 3(10.7) 0(0.0) 0(0.0) 3(4.5)

CRC 8(28.6) 0(0.0) 0(0.0) 8(11.9)

PDAC 15(53.6) 29(100.0) 10(100.0) 54(80.6)

Others 2(7.1) 0(0.0) 0(0.0) 2(3.0)
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KRAS G12D
Clinical Activity and Safety of RNK08954 in Advanced Non-Small Cell Lung Cancer (NSCLC)

Patients with KRAS G12D Mutation (NCT06667544)

Zhengbo Song

* 10: Fase de escalada de dosis:
e 209 parte: 3 cohortes:
* Cohorte A: PDAC
* Cohorte B: CNMP
* N=55(39:1200mg)
* Cohorte C: otros tumores olidos

EAs 2G3: 25,5%
Disminucion dosis: 10,9%

Interrupciones: 25,5%

Stop: 0%

Most frequent TRAEs (= 20%of NSCLC patients)

100 wm g Grade 3

80

i 60—
TR TCE g
400-1200 mg (n=47) 42,6% 95,7% ;-g 40—
1200 mg pretratados (n= 20) 23,1% 95% 207
1200 mg, no taxano previo (n=18) 50% 94, 4% 0-
'todb ér’e? .{&\Q‘ &\" (é.\.b tbé\ 4 o’<°\ 4 0&9 \‘I‘-'ﬂ’9 aﬂ‘;&
& ¥ & \*00{\ Sl ‘6\5\0 ?'é& &§Qo¢§
e{é\q Q\*%QOQ Lo
oF
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Patient-reported outcomes (PROs) and health-related quality of life (HRQoL) with taletrectinib in i
advanced ROS1+ non small cell lung cancer (NSCLC) from the TRUST-II study. reseeret

YasirY. Elamin. Abstract #: 8629

n=69 (23-TKl naive y 46 TKI pre-tto)

Overall TKI-Naive TKI-Pretreated

o
o
o
o

& 2 &
@ 08 @ 08 & 08
£ £ F
& 06 & 06 & 06
2 : 2
Z 04 £ 04 S 04
5 5 5
g g g
€ o2 E o2 £ o2
o o o
0 0 0
T T T T T 1 T T T T T 1 T T T T T 1
0 30 60 90 120 180 0 30 80 90 120 180 ] 30 80 80 120 180
No. at risk Time(deye) No. at risk Time (days) No. at risk e days)
Dyspnea 69 35 25 15 14 9 Dyspnea 23 13 9 6 6 5 Dyspnea 48 22 16 9 8 B
Coughing 69 41 31 21 19 13 Coughing 23 1 7 o 3 1 Coughing 48 30 24 17 16 12
Fatigue 68 37 22 18 18 10 Fatigue 23 16 11 10 8 5 Fatigue 45 22 11 8 8 5
Pair 69 43 3 7 27 16 Pain 23 18 12 8 8 5 Pain 48 20 19 19 11

Parameter Dyspnea Coughing  Fatigue Pain Parameter Dyspnea  Coughing Fatigue Pain Parameter Dyspnea Coughing  Fatigue Pain Figure 2- QLQ‘C30: GHSIQoL Responder Analysis by Visita

Median T, 430 86.0 43.0 64.0 Madian TF; 430 230 84.0 84.0 Median:TH, 43.0 NR 43.0 620

i i shye TKI-Naive TKI-Pretreated
95% CI 22.0-85.0 44.0-NR 22.0-64.0 43.0-NR 95% ClI 22.0-2320 220-850 22.0-NR 23.0-NR 95% ClI 22.0-88.0 85.0-NR 22.0-430 22.0-NR
100 - = Improved = Stable Worsened 100 - = mproved = Stable Worsened
90 - 90 -
a5 86 1gs| =0
70 A 70 -
£ 60 - & 60 -
g 50 1 ‘g 50 -
& 40 4 & 40 -
30 A 30
20 A 20
10 1 10
g [

Cycles




RET

Efficacy and Safety of Pralsetinib as First-Line Treatment of RET Fusion-Positive Advanced
or Metastatic Non-Small Cell Lung Cancer: The Phase 3 AcceleRET-Lung Study

Sanjay Popat, MBBS, FRCP, PhD1

RET fusion-positive mNSCLC oy PFS by investigator assessment according to
ECOGPSOor1 RECIST v1.1

No prior systemic treatment ; .
Optional crossover Secondary endpoints:

Patients with CNS metastases were upon PD
permitted if they were asymptomatic and » Overall response rate: CR or PR, duration of
response

on a stable dose of corticosteroids
« Qverall survival, clinical benefit rate, disease
control rate, safety/tolerability

Planned enrollment: N=226 Investigator’s choice of
platinum-based chemotherapy g

(socy

Stratification factors

» History of brain metastasis (yes vs no)
+ ECOGPS (0vs 1)
* Intended use of pembrolizumab (yes vs no)

Statistical assumptions

* 133 PFS events targeted for 90% power to detect an HR of 0.57
corresponding to target median PFS:

* Pralsetinib: 12.3 months
« SOC: 7.0 months

aln patients with non-squamous histology, SOC regimens could include carboplatin/cisplatin + pemetrexed + pembrolizumab. In patients with squamous histology, SOC regimens could include carboplatin/cisplatin +
gemcitabine, or pembrolizumab + carboplatin + paclitaxel/nab-paclitaxel.

1L, first-line; CNS, central nervous system; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; HR, hazard ratio; mNSCLC, metastatic non-small cell lung cancer; PD,
progressive disease; PFS, progression-free survival, PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SOC, standard of care.

2026 AS CO #ASCO26 presenTep By: Dr. Sanjay Popat AS CO ameic
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Efficacy and Safety of Pralsetinib as First-Line Treatment of RET Fusion-Positive Advanced

or Metastatic Non-Small Cell Lung Cancer: The Phase 3 AcceleRET-Lung Study
Sanjay Popat, MBBS, FRCP, PhD1

« TR:65,5vs. 41,6%
18.7 9.0

(111,252) (71,115 | © DOR: 20,6 vs. 9,7 m

HR (95% CI) 0.59 (0.42, 0.84)
Log-rank P value 0.0027 o
Median duration of follow-up, 20.5 16.0 * EAs G3-5: 77,8 vs. 57,7%

""""""""""""""""""" = months (95% Cl) (17.5,232) (137.209) | « Muertes por EAs: 14,8 vs. 4.8%

» Infecciones : 7,4 vs. 0%
— ety | | « Modificaciones: 74,1 vs. 54,8%
Y e « Stop por EAs: 16,7 vs. 24%
| | * Infecciones =2G3: 28,7 vs. 9,6%
» Infecciones oportunistas 2G3: 6,5 vs. 0%

Median PFS, months (95% Cl)

Progression-Free Survival (%)

24

Number at risk Time (Months)
Pralsetinib 110 5 5 2e a9
S0C

Median PFS among intended use of pembrolizumab patients
Pralsetinib (n=73): 18.7 (8.6, 30.2) months  SOC (n=74): 7.2 (5.1, 10.9) months (HR: 0.51)
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Efficacy and safety of lunbotinib (A400/EP0031), a next-generation selective RET inhibitor (SRI),
from a pivotal phase Il study in patients with advanced RET-fusion positive non-small cell lung cancer

Qing Zhou1

Pivotal phase 2 study of lunbotinib in RET fusion-positive NSCLC (NCT05265091)

Cohort 1: Prior Treatment

Prior platinum-based
chemotherapy and
immunotherapy? (N =71)

32,9% M1 SNC

Cohort 2: Treatment-Naive

No prior systemic —
therapy (N=92)

17,6% M1 SNC

Key eligibility criteria

LA/M RET fusion- Primary endpoint

positive NSCLC « ORRbyIRC
ECOG PS 0-1 Secondary endpoints
At least one —» « ORR by investigator, PFS,
measurable lesion per DOR, TTR, DCR
RECIST v1.1 . 0S
Lunbotinib dosing « CNS ORR/DORP

90 mg QD « Safety

» Tumor assessment: every 8 weeks for the first 48 weeks and every 12 weeks afterward.

3 Combination or sequential therapy, If neither is eligible, a rational justification must be provided and clearly documented.
b CNS ORR/DOR was assessed by IRC and investigator per response assessment in neuro-oncology brain metastases (RANO-BM).
DCR. disease control rate; DOR. duration of response; ECOG PS, eastern cooperative oncology group performance score; IRC, independent review committee; LA/M, locally advanced/metastatic; ORR. objective response rate; OS. overall survival, PFS, progression-free

survival, QD, quague die; RECIST, response evaluation criteria in solid tumors; TTR, time to response.

2026 ASCO

ANNUAL MEETING

#ASCO26 PRESENTED BY: Qing Zhou, Prof
Presentation is property of the authar and ASCO. Permission required for reuse; contact permissions@asco. org
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cTR:
 12L:81,3%

e Otras L:87,1%
icTR: 79,5%
icTCE: 89,7%

DoR:
* 138L:NR;a21m:67,1%
e Otras: 25,7 m; a24m: 55,4%

ctDNA basal+ 2 <SLP
e 80,9% aclaraen lasemana 8



RET

Efficacy and safety of lunbotinib (A400/EP0031), a next-generation selective RET inhibitor (SRI),
from a pivotal phase Il study in patients with advanced RET-fusion positive non-small cell lung cancer
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Qing Zhou1
12 Linea Otras lineas
100 100 -
~ SLP: NR _
. £ SLP: 27,5 m
s 80+ 5 80
& g
og) H— 4 E |
o 60 : —— 2 60 !
r 8 i
: ! ' b | et f
| | c
7 7 I I 3 404 : : l
[0}
: | SLP:59,9% | |& : :
& 2 l [ T 20 .
| | | SLP:'52,1%
I : I I
0 ! ! : ! \ ! I : ' . 0 1 T T T I T T I lI T T
° ’ ° : i 13 " ‘) 24 « 0 3 6 9 12 15 18 21 24 27 30
Time (Months) _
AlRIsk ensoer) At Risk (censored) Time (Montts)
92(0) 77(7) 68(8) 64(8) 58(10) 50(12) 36(26) 17(43) 9(51) 0 (60) 710) 63(1) 57(2) 54(2) 48(3) 44(3) 33(8) 24(15) 12(27) 4(35) 0(38)
 EAs=G3:40,5%

Disminucién de dosis: 48,5%; Stop: 1,2%

Aumento de transaminasas, anemia, retencion de orina, 0jo seco.
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Evolution of HER2 mutant NSCLC landscape with new approvals

24 28 mo.

Platinum double
+ICI Landscape

mPFS 4-7 mos summer 2025

Platinum double [ ] Zonger- or sevabertinib Approvrf:ll .Of 2L
+ICI Zongertinib zongertinib and

mPFS 4-7 mos [ l sevabertinib

[ [ Pratinum doubte ] |
| [ IPtatinum double
Platinum double | [ |

Approval of
1L zongertinib

Zongertinib
mPFS 14 months

Adapted from JV Heymach

2026 ASCO resanreoav: XiUNing Le MD PhD MD Anderson Cancer Center ASCO zasesme

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org KNOWLEDGE CONQUERS CANCER
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Zongertinib in treatment-naive patients with TKD HER2 mutations. BEAMION-Lung-01 trial o

Xiuning Le, M.D., Ph.D.

A Best Change in Sum of Target-Lesion Diameters among Patients in Cohort 2

B Brain metastases at baseline No brain metastases at baseline
20
) 0+ T
Bh
<
£
U g —20—‘
%2
£8 -t0-
T
& E 60
rey
8
o -80-
~1004 B YVMA mutation Other mutation
H B 1 [ [ [ [ N & NN I

research

Zongertinib, n=74

TR 77%
TCE 96%
SLP 14,4 m
DoR 15,2 m

PRO results fron the Beamion LUNG-1 trial in treatment-naive patients with HER2-mutant advanced

NSCLC.
Poster session. Abstract #: 8616

Mejoria funcionalen C1. 70% mejoria sintomas Cb5.
8% preocupados por EAs.
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