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Primary Resistance
Co-occurring baseline mutational patterns: Infiltrated-inflammed
KRAS/LKB1, KEAP1, SMARCA4 and CDKN2A, TP53. [—PD-Lt

TlFNy
1Grzb

f

Acquired Resistance
» Multiple treatment-emergent mutations in CRC patients (Riedl et al. Ann Oncol 2025)

» Other KRAS mutations (R68S, H95D/Q/R and Y96C, prevents drug binding) or KRAS amplification

» RTK-RAS-MAPK activation (MAP2K1, NRAS); RTK amplification (EGFR,ERBB2, FGFR2, MET and NRTK1)
» IRE1a, MYC amplification, EMT & histological transformation

» YAP/TAZ/TEAD signaling

» Claudin-18.2 (CLDN18.2 in the PDAC mouse model [zolbetuximab,CMG901]
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Tumor

(Dilly et al. Cancer Discov, 2024; Nakayama et al. Nat Rev Clin Oncol 2024) - _ N
» MUCH1 is upregulated by sotorasib & RMC-7977 in KRASG12C NSCLC, and by MRTX1133 in KRASG12D PDAC =~ -
(Araujo et al. Cancer Discov, 2024; Ozawa et al. CCR 2025) \ A =L
» MUC1-HIF-1a-spermidine/spermine N1-acetyltransferase 1 (SAT1) (Murthy et al. PNAS 2024) Wm 1
Conundrum — combinatory therapies (MOAs)- Preclinical studies (Rosell et al. Critical Reviews in Oncology/Hematology 2024;
Tanaka & Ebi. Cancer Science 2025) B
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Skoulidis, Schuler. Nature Medicine, August 2025

Binnewies et 5. Nature Medicine 2018

KP, KL and KC subtypes
KP- TP53 and ‘hot’ T cell-inflamed TME with high PD-L1

[PFS 7.75 mo vs 7.16 mo, sotorasib vs docetaxel]

KL- STK11, a ‘cold’ CD8-positive T cell-depleted TME with low PD-L1, KEAP1, elevated nuclear factor erythroid 2-related factor 2 (NRF2)
KC- Low TTF1, mucinous, NRF2 and CDKN2A/CDKN2B.
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KRAS mutant-NSCLC is often accompanied by brain metastases at diagnosis. GecCP
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Stearoyl-CoA desaturase 1 (SCD1) is upregulated in microglia in lung-to brain metastases (Chen et al. CDD 2025). IGF2BP3 regulates
SCD1 and FASN. FASN increases in leptomeningeal and brain metastases (Li et al. CDD 2025). Inhibition of SCD1 and CSF1R (pexidartinib)
(Ozawa et al. Mol Cancer Ther 2025).

Bone metastases related to PRODH2-SLC7A11-IL8 axis (Gong et al. Cancer Res 2025).

Early adaptive resistance to KRASG12C compounds is observed in sensitive human KRASG12C lung cancer cell lines.
KRAS cell lines are commonly de novo resistant.

Solutions through the continuous application of scientific research - a burning need.

FSP1 Expression 4. 571 Expression 2
40 <0.0001 70038 <0.0001 00003 s 1= o
<0000t e, J o - e T
30-‘ IMI —I_O'gﬂ‘ gg 3— % @ / [— p53 )b——atorvastatin ”
") It Urldine
4 9\ : ""
20 i T Q.g) 2— * Transsulfuration % .~""
= B He s ' PR, _tetunomice
10‘ ; l - O ' Ferritinophagy i ITiun 7
| L " %% 14 ; % ' PUFA l
= i Fe® GPX4) 5L 3
| 1 | 1 IJ.LL [“ rl I PUFAl-CoA
KEAP1 STK11 KEAP1 KEAP1 (it & Em T . § e
STK11 mut. mut. STK1 DMSO: + = + — 4+ — ol e PLPUFAQOH ) _ __ ubiquinol Lubiquinone ______

WT mut. KIB96: — + =+ = + | porates
KRAS mutant NRF2 activator 11299 H2009  H23
[Sotorasib, adagrasib (KEAP1 Cys151)] Baird et al. BJC 2025 ferroptosis

Wu et al. Nature, November 2025 Rosell et al. Exp Rev Respir Med 2023
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Rosell et al. Nature Cancer 2021

Kelch-like ECH-associated protein 1
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AMG510 modified KEAP1 Cys 288
Adagrasib inducer of NRF2 (KEAP1 Cys151)

Wang et al. iScience 2023 Bian et al. Oncogene 2022
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Heatmap for Gene Expression Analysis
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Ana Giménez-Capitan, Elizabeth Martinez
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Compound Company Target ON vs. OFF Compound Company Target ON vs. OFF Compound Company Target ONvs.OFF
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> MC-
Divarasib Roche/Genentech KRAS G12C OFF ALTA-3263 Alterome Pan-KRAS ON
(GDC-6036) HRS-4642 Hengrui KRAS G12D OFF/ON PF-07934040 Pfizer Pan-KRAS ON/OFF
Garsorasib InventisBio KRAS G12C OFF . )
(D-1553) BGB-53038 BeiGene Pan-KRAS Undisclosed
Glecirasib Jacobio KRAS G12C OFF TSN1611 Tyligand KRAS G12D ON/fOFF PF-07985045 Pfizer Pan-KRAS Undisclosed
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Percent Change from Baseline

Key eligibility criteria

+ Pathologically
confirmed, advanced

Fulzerasib 600 mg BID +
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Majem et al. March 27, ELCC 2025
Manuscript under review

Matthew P. Patricelli et al. Cancer Discov 2019

Cysteine Profiling of GFH925 in the NCI-H358

November 29, 2024 |

J 19, 2023
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> Fulzerasib (GFH25)

A 74-year-old woman with KRAS G12C LUAD with lung and Four other proteins (RTN4, HMOX2, VDAC2, and
brain metastases. July 4, 2023, starts KROCUS trial treatment = RTN3) were found to be modified by GFH925
PFS: 22 months +

Courtesy of Dr. Andrés Aguilar Jiang et al. J Med Chem, 2025



Genes

P >
[} 1

PFS
{months)

@
o
o)
© oW

PD-L1

I o [ [

Fulzerasib plus cetuximab in KRASG12C-mutant NSCLC (KROCUS)
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KRASG12C-mutant NSCLC (KROCUS trial)

Patients (n = 47)

KRAS G12C (n=30)
TP53 (n=10)
LRP1B (n=9)
STK11 (n=8)

SMARCA4 (n=6)
ERBB4 (n=5)
PTPRD (n=5)

SPTA1 (n=5)
ATM (n=4)
EPHAS (n=4)
RBM10 (n=4)
FAT1 (n=3)
KEAP1 (n=3)
ARID1A (n=2)
ATRX (n=2)
BRINP3 (n=2)
CREBBP (n=2)
EP300 (n=2)
FGF10 (n=2)
FLT3 (n=2)
FOXA1 (n=2)
GATA3 (n=2)
GNAS (n=2)
KMT2C (n=2)
KMT2D (n=2)
NOTCH1 (n=2)
NTRK1 (n=2)
NTRK2 (n=2)
PCDH11X (n=2)
PIK3C2G (n=2)
PRKN (n=2)
PTPRT (n=2)

RET (n=2)

BOR PD-L1 Mutation Type
M cr < 1% missense copy number variant
PR ~ 1-49% frameshift stop_retained
Msp M:>=50% splice site  fusion
NE _ nonsense inframe deletion
Multi-hit
PFS Status
M Event

Censor

Median age (range) - yr 68 (46, 87)
Female Sex — no (%) 22 (46.8)
Race —no. (%)t

White 45 (95.7)

Not reported 2(4.3)
Smoking status — no. (%)

Never 2(4.3)

Former 34 (72.3)

Current 11 (23.4)
ECOG performance-status score — no. (%)¥

0 21 (44.7)

1 26 (55.3)
Histological type — no. (%)

Adenocarcinoma 46 (97.9)

Large cell carcinoma 1(2.1)
Stage IV disease at screening — no. (%) 45 (95.7)
Site of metastases — no. (%)

Brain 16 (34.0)

Bone 11 (23.4)

Adrenal gland 9(19.1)
Previous therapy for nonmetastatic disease — no. (%)

Thoracic radiotherapy 4 (8.5)

Neoadjuvant therapy 1(2.1)

Adjuvant therapy 4 (8.5)

Vanesa Gregorc, Margarita Majem et al. Under review




PFS of fulzerasib plus cetuximab in KRASG12C-mutant NSCLC (KROCUS)
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Combined KRAS LRP1B TP53 PFS

ICl outcomes in LUAD
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PD-L1 UFMylation via UFL1

Zhou et al. PNAS 2023

HDAC2 dependent delactylation of PD-L1 K189 promotes
vimentin-mediated nuclear translocation of PD-L1.

Xue Wang et al. Cancer Letters 2025
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Visual Guide:

o Treatment: Greer) arrows (fulzerasib single-agent), Red arrows (fulzerasib-cetuximab combination)
« Effect: t/4(increase/decrease), ™ (reverses monotherapy-induced upregulation to baseline);

Single-headed (moderate); Doubleheaded (strang)
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Colony formation inhibition

Mengxin Zhou, Jordi Codony-Servat



PRMT1 ablation increases PD-L1 expression

PRMT"i8" Tumor

PRMT1-targeted Therapy
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RCC Without DMF

Teell

Some patients with ccRCC

Low PD-L1 Expression
Poor o-PD-L1 Efficacy

o N

S
(POt

Tumor cell

_PD-L1

I—» Transcription

~

With DMF

Teell
N oo

a
i e

Tumor cell

o

Yi Gao et al. Cell Death Disease 2025

15, r=-0.3519
P=0.0280
10 .
b s L
% 2 %%
4 o

0 —T
455055608570
HDAC3

’?ﬁ Transcription
FRTAYR PO-L1
HDACS3 high
157 , 3’5-
g 10— 610
4 o
Es 4
§ g
0 =
&
-5
1 |
WT Mut

Gai et al. Cancer Res 2024

c-Myc, HIF-1a, SP4 and p53 activate ASS1
p53-activates ASS1, an intrinsic AKT repressor (Miyamoto et al. Sci Adv, 2017)
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Exploring actionable therapeutic targets

1. HDAC3 mediates T cell exclusion from KRAS mutant NSCLC.
HDACS3 (2) inhibition increases (VEGFA) synergy with bevacizumab, unleashing CD8 + T cell infiltration + anti-PD-1 (MSS CRC)
McGuire et al. PNAS 2023, Eichner et al. Sci Adv 2023, Wang et al. Cancer Discovery 2025, Wang et al. Nat Med 2024.

Bispecific antibody ivonescimab (HARMON:i-2) (Xiong et al. Lancet 2025)

2. Low LIFR in KRAS G12C NSCLC. HDAC inhibitors induce LIFR; VES therapy decreases LIF (leukemia inhibitory factor)y MRNA decay.
LIFR/LIF opposes YAP1 activation (Chen et al. Nat Med 2012).
EZH2 inhibitors could recover ATOH8 and suppress SCD1.
EZH2 inhibitor synergistic with chidamide in T-cell ymphoma.
Clements et al. Oncogene 2021, Cui et al. PNAS 2024, Wu et al. CDD 2025.
[Ebastine, tazemetostat] (Liet al. Mol Cancer Ther 2020, Gounder et al. Lancet Oncology 2020)

3. PRMT1 inhibition activates interferon signaling and elevates tumor-infiltrating lymphocytes

Liu et al. Nat Commun 2023, Tao et al. Cancer Res 2023, Wang et al. CDD 2025
Cetuximab + fulzerasib decreases PRMT1 in KEAP1 and STK11 co-mutated KRASG12C cell lines.

Mengxin Zhou, Jordi Codony-Servat

4. Fumarate levels induce PDL1 expression

Gao etal. CDD 2025
Cetuximab + fulzerasib increase ASS1 and fumarate levels in KEAP1/STK11 co-mutated KRAS G12C cell lines.

Daniel Olmo, Miguel Angel Molina-Vila
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