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Drug: HRO761|Biological: tislelizumab)|
Drug: irinotecan

MSlhi or dMMR Advanced Unresectable
or Metastatic Solid Tumors, Including
Colorectal Cancers

Novartis Pharmaceuticals|Novartis

BEDOEMREN Rak) , BEOERWA
it S

ABRBI[EERID (7T -2 EHE). REEEH S DEMERE
f#tH]

Study of HRO761 Alone or in Combination in Cancer
Patients With Specific DNA Alterations Called
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| Jwa Hoon Kim et al. "A Phase Il Study of Avelumab Monotherapy in Patients with No.1-2

Mismatch Repair-Deficient/Microsatellite Instability-High or POLE-Mutated Metastatic
or Unresectable Colorectal Cancer." Cancer Res Treat(2020) PMID:32340084
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H3 Akihito Kawazoe et al. "Multicenter Phase I/l Trial of Napabucasin and No.1-5
Pembrolizumab in Patients with Metastatic Colorectal Cancer (EPOC1503/SCOOP
Trial)." Clin Cancer Res(2020) PMID:32694160

4 Cancer Genome Atlas Network "Comprehensive molecular characterization of human | No.1-6
colon and rectal cancer." Nature(2012) PMID:22810696

5] Cyriac Kandoth et al. "Integrated genomic characterization of endometrial No.1-6
carcinoma." Nature(2013) PMID:23636398

Mo Lecia V Sequist et al. "Phase Il study of afatinib or cisplatin plus pemetrexed No.2-2

in patients with metastatic lung adenocarcinoma with EGFR mutations." J Clin
Oncol(2013) PMID:23816960

7/ Anna Li et al. "Acquired MET Y1248H and D1246N Mutations Mediate Resistance to MET | No.2-9,2-10
Inhibitors in Non-Small Cell Lung Cancer." Clin Cancer Res(2017) PMID:28396313
H3 Lecia V Sequist et al. "Response to treatment and survival of patients with non- No.2-11

small cell lung cancer undergoing somatic EGFR mutation testing." Oncologist(2007)
PMID:17285735

o Jenn-Yu Wu et al. "Second-line treatments after first-line gefitinib therapy in advanced | No.2-12
nonsmall cell lung cancer." Int J Cancer(2010) PMID:19536777
H 10 Annette O Walter et al. "Discovery of a mutant-selective covalent inhibitor of No.2-13

EGFR that overcomes T790M-mediated resistance in NSCLC." Cancer Discov(2013)
PMID:24065731

W1l J Guillermo Paez et al. "EGFR mutations in lung cancer: correlation with clinical No.2-14
response to gefitinib therapy." Science(2004) PMID:15118125
N1 Thomas J Lynch et al. "Activating mutations in the epidermal growth factor receptor No.2-14

underlying responsiveness of non-small-cell lung cancer to gefitinib." N Engl J
Med(2004) PMID:15118073

W13 William Pao et al. "EGF receptor gene mutations are common in lung cancers from No.2-14
never smokers and are associated with sensitivity of tumors to gefitinib and erlotinib."
Proc Natl Acad Sci U S A(2004) PMID:15329413

W14 Masaaki Nagano et al. "High-Throughput Functional Evaluation of Variants of No.2-15
Unknown Significance in ERBB2." Clin Cancer Res(2018) PMID:29967253
W 15 James G Jackson et al. "p53-mediated senescence impairs the apoptotic response No.3-1

to chemotherapy and clinical outcome in breast cancer." Cancer Cell(2012)
PMID:22698404

W16 COSMICE#RE : 6 No.3-2

W17 Xuegian Gong et al. "Genomic Aberrations that Activate D-type Cyclins Are Associated | No.3-3
with Enhanced Sensitivity to the CDK4 and CDK6 Inhibitor Abemaciclib." Cancer
Cell(2017) PMID:29232554

W18 Manabu Soda et al. "Identification of the transforming EML4-ALK fusion gene in non- No.6-6
small-cell lung cancer." Nature(2007) PMID:17625570
M 19 E Normant et al. "The Hsp90 inhibitor IPI-504 rapidly lowers EML4-ALK levels No.6-7

and induces tumor regression in ALK-driven NSCLC models." Oncogene(2011)
PMID:21258415

W 20 Christine M Lovly et al. "Insights into ALK-driven cancers revealed through No.6-8
development of novel ALK tyrosine kinase inhibitors." Cancer Res(2011)
PMID:21613408

N2l Johannes M Heuckmann et al. "ALK mutations conferring differential resistance to No.6-8
structurally diverse ALK inhibitors." Clin Cancer Res(2011) PMID:21948233

N 22 Luc Friboulet et al. "The ALK inhibitor ceritinib overcomes crizotinib resistance in non- | No.6-8
small cell lung cancer." Cancer Discov(2014) PMID:24675041

W23 Robert C Doebele et al. "Mechanisms of resistance to crizotinib in patients with ALK No.6-8
gene rearranged non-small cell lung cancer." Clin Cancer Res(2012) PMID:22235099

W24 Ryohei Katayama et al. "Mechanisms of acquired crizotinib resistance in ALK- No.6-8
rearranged lung Cancers." Sci Transl Med(2012) PMID:22277784

M 25 Ryohei Katayama et al. "Two novel ALK mutations mediate acquired resistance to the | No.6-8

next-generation ALK inhibitor alectinib." Clin Cancer Res(2014) PMID:25228534
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W 26 Takaaki Sasaki et al. "A novel ALK secondary mutation and EGFR signaling cause No.6-8
resistance to ALK kinase inhibitors." Cancer Res(2011) PMID:21791641
W27 Takaaki Sasaki et al. "The neuroblastoma-associated F1174L ALK mutation causes No.6-8

resistance to an ALK kinase inhibitor in ALK-translocated cancers." Cancer Res(2010)
PMID:21030459

H 28 Yuyan Chen et al. "Oncogenic mutations of ALK kinase in neuroblastoma." No.6-8
Nature(2008) PMID:18923524
M 29 Paolo Grassi et al. "Cabozantinib in the treatment of advanced renal cell carcinoma: No.7-1

design, development, and potential place in the therapy." Drug Des Devel Ther(2016)
PMID:27462141

W 30 Toni K Choueiri et al. "Cabozantinib versus everolimus in advanced renal cell No.7-1
carcinoma (METEOR): final results from a randomised, open-label, phase 3 trial."
Lancet Oncol(2016) PMID:27279544

W31 Jiirgen Wolf et al. "Capmatinib in MET Exon 14-Mutated or MET-Amplified Non-Small- | No.7-2
Cell Lung Cancer." N Engl J Med(2020) PMID:32877583

N 32 Gary H Lyman et al. "Reply to M.G. McNamara et al and T.H. 0o." J Clin Oncol(2016) No.7-3
PMID:26729440

H 33 Sai-Hong Ignatius Ou et al. "Activity of crizotinib (PF02341066), a dual mesenchymal- No.7-3

epithelial transition (MET) and anaplastic lymphoma kinase (ALK) inhibitor, in a non-
small cell lung cancer patient with de novo MET amplification." J Thorac Oncol(2011)
PMID:21623265

W 34 Alexa B Turke et al. "Preexistence and clonal selection of MET amplification in EGFR No.7-4
mutant NSCLC." Cancer Cell(2010) PMID:20129249

H 35 George R Blumenschein et al. "Targeting the hepatocyte growth factor-cMET axis in No.7-4
cancer therapy." J Clin Oncol(2012) PMID:22869872

H 36 Gromoslaw A Smolen et al. "Amplification of MET may identify a subset of cancers with | No.7-4

extreme sensitivity to the selective tyrosine kinase inhibitor PHA-665752." Proc Natl
Acad Sci U S A(2006) PMID:16461907

W 37 James Bean et al. "MET amplification occurs with or without T790M mutations in EGFR | No.7-4,7-6, 7-7
mutant lung tumors with acquired resistance to gefitinib or erlotinib." Proc Natl Acad
Sci U SA(2007) PMID:18093943

H 38 Jeffrey A Engelman et al. "MET amplification leads to gefitinib resistance in lung No.7-4, 8-1
cancer by activating ERBB3 signaling." Science(2007) PMID:17463250
M 39 P C Ma et al. "Downstream signalling and specific inhibition of c-MET/HGF pathway No.7-4

in small cell lung cancer: implications for tumour invasion." Br J Cancer(2007)
PMID:17667909

H 40 Takafumi Kubo et al. "MET gene amplification or EGFR mutation activate MET in No.7-4
lung cancers untreated with EGFR tyrosine kinase inhibitors." Int J Cancer(2009)
PMID:19117057

W4l Ultan McDermott et al. "Identification of genotype-correlated sensitivity to selective No.7-4
kinase inhibitors by using high-throughput tumor cell line profiling." Proc Natl Acad
Sci U SA(2007) PMID:18077425

W42 Darren AE Cross et al. "AZD9291, an irreversible EGFR TKI, overcomes T790M- No.7-8
mediated resistance to EGFR inhibitors in lung cancer." Cancer Discov(2014)
PMID:24893891

W43 Trial:jRCT2031210036 No.1-7,1-12

W 44 Trial:NCT05838768 No.1-8,1-9,1-10
W 45 Trial:jRCT2031220663 No.1-11

W 46 Trial:jRCT2080225298 No.1-13

W 47 Target:ALK No.6-9

M 48 Target:MET No.7-5
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*1 Somatic gene variant annotations and related content have been powered by The Jackson Laboratory®
Clinical Knowledgebase (JAX-CKB™)
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CEERODERRACRENIRFRZHLAEHRINTVET, CNSERADBEROT Y TT—bDEA IV TDEWVIC
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« Tumor Mutational Burden / Blood Tumor Mutational Burden : TMB
* Microsatellite Status : MSI
+ Loss of Heterozygosity score . LOH
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