


	Crizotinib (PF-
02341066, XALKORI)
	Drug

	National Cancer Institute (NCI)
	Ariad Pharmaceuticals
	Pfizer
	University of Colorado, Denver
	Hunan Province Tumor Hospital
	Pfizer/EORTC/M.D. Anderson Cancer Center/UNICANCER, University Health Network, Toronto
	Developer

	MET, ALK, RON, AXL
	Target(s)

	In vitro IC50=11nM, in cells IC50=24nM
	IC50 for MET

	NCT01441128
	NCT02737501
	NCT05160922
	NCT03088930
	NCT04322578
	NCT01524926
	Clinical trial No.

	I
	III
	IV
	II
	II
	II
	Approval Phase

	NSCLC
	ALK-positive locally advanced or metastatic NSCLC
	NSCLC
	ALK, ROS1, or MET-oncogene positive NSCLC
	MET exon 14 skipping advanced NSCLC
	Tumors with alterations in ALK and/or MET pathways
	Indications

	+PF-00299804
	Crizotinib vs. Brigatinib
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy/combinations

	Edema, fatigue, nausea, diarrhea, blurred vision, PPE, decreased appetite, abdominal pain, headache, pyrexia, pain in extremity, hypertension, vomiting, weight decreased, constipation
	Adverse events

	Terminated
	Active, not recruiting
	Active, not recruiting
	Completed
	Recruiting
	Completed
	Status


	


Table 1. Summary of the basic profile of type I MET small-molecule inhibitors and the related ongoing clinical trials

	Crizotinib (PF-
02341066, XALKORI)
	Drug

	Pfizer
	National Cancer Institute (NCI)
	European Organisation for Research and Treatment of Cancer - EORTC
	University Health Network, Toronto
	University Health Network, Toronto
	SWOG Cancer Research Network
	Developer

	MET, ALK, RON, AXL
	Target(s)

	In vitro IC50=11nM, in cells IC50=24nM
	IC50 for MET

	NCT00585195
	NCT06357975
	NCT01524926
	NCT01744652
	NCT04084717
	NCT05642572
	Clinical trial No.

	I
	II
	II
	I
	II
	II
	Approval Phase

	Advanced tumors (except leukemias)
	Tumors with MET amplification
	Advanced tumors induced by causal alterations of ALK and/or MET
	Advanced solid tumors
	ROS1 and MET activated lung cancer
	NSCLC
	Indications

	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	+Osimertinib
±Ramucirumab
	Monotherapy/
combinations

	Edema, fatigue, nausea, diarrhea, blurred vision, PPE, decreased appetite, abdominal pain, headache, pyrexia, pain in extremity, hypertension, vomiting, weight decreased, constipation
	Adverse events

	Completed
	Active, not recruiting
	Completed
	Completed
	Recruiting
	Recruiting
	Status



	Crizotinib (PF-
02341066, XALKORI)
	Drug

	Columbia University
	Dana-Farber Cancer Institute
	Samsung Medical Center
	M.D. Anderson Cancer Center
	UNICANCER
	Pfizer
	Developer

	MET, ALK, RON, AXL
	Target(s)

	In vitro IC50=11nM, in cells IC50=24nM
	IC50 for MET

	NCT02223819
	NCT02207504
	NCT02435108
	NCT04693468
	NCT02034981
	NCT01999972
	Clinical trial No.

	II
	I
	II
	I
	II
	I
	Approval Phase

	Uveal melanoma
	Castration-resistant prostate cancer
	MET-positive gastric cancer
	Advanced or metastatic solid tumors
	Patients harboring an alteration on ALK, MET or ROS1
	Advanced solid tumors
	Indications

	Monotherapy
	+Enzalutamide
	Monotherapy
	+Talazoparib
	+Dasatinib
	+Axitinib
	Monotherapy/
combinations

	Edema, fatigue, nausea, diarrhea, blurred vision, PPE, decreased appetite, abdominal pain, headache, pyrexia, pain in extremity, hypertension, vomiting, weight decreased, constipation
	Adverse events

	Completed
	Completed
	Completed
	Recruiting
	Completed
	Completed
	Status



	Crizotinib (PF-
02341066, XALKORI)
	Drug

	National Cancer Institute (NCI)
	Children's Oncology Group
	University of Alabama at Birmingham
	Children's Oncology Group
	Grupo Español de Investigación en Neurooncología
	University of Oxford
	Developer

	MET, ALK, RON, AXL
	Target(s)

	In vitro IC50=11nM, in cells IC50=24nM
	IC50 for MET

	NCT02761057
	NCT01606878
	NCT04283669
	NCT00939770
	NCT02270034
	NCT02510001
	Clinical trial No.

	II
	I
	II
	I/II
	I
	I
	Approval Phase

	Locally advanced or metastatic PRCC
	Relapsed or refractory solid tumors or anaplastic large cell lymphoma
	Neurofibromatosis type 2 and progressive vestibular Schwannomas
	Relapsed or recurrent childhood ALCL
	GBM (Grade IV) of cerebellum
	CRC
	Indications

	Cabozantinib vs. Crizotinib vs. Savolitinib
	+Chemotherapy
	Monotherapy
	Monotherapy
	+Temozolomide+radiotherapy
	Monotherapy
	Monotherapy/
combinations

	Edema, fatigue, nausea, diarrhea, blurred vision, PPE, decreased appetite, abdominal pain, headache, pyrexia, pain in extremity, hypertension, vomiting, weight decreased, constipation
	Adverse events

	Active, not recruiting
	Completed
	Active, not recruiting
	Completed
	Completed
	Completed
	Status



	Capmatinib (INC280, INCB028060)
	Drug

	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Massachusetts General Hospital
	Incyte Corporation and Novartis Pharmaceuticals Corporation
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT05110196
	NCT02414139
	NCT04677595
	NCT03333343
	NCT02750215
	NCT04926831
	Clinical trial No.

	IV
	III
	II
	I
	II
	II
	Approval Phase

	MET exon 14 skipping mutation positive NSCLC
	NSCLC
	NSCLC
	EGFR-mutant NSCLC
	Pre-treated NSCLC with MET exon 14 alterations
	NSCLC
	Indications

	Monotherapy
	Monotherapy
	Monotherapy
	+EGF816
	Monotherapy
	Neoadjuvant and Adjuvant Capmatinib
+surgery
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Recruiting
	Completed
	Active, not recruiting
	Active, not recruiting
	Completed
	Active, not recruiting
	Status



	Capmatinib (INC280, INCB028060)
	Drug

	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Janssen Research & Development, LLC
	University of California, Davis
	Novartis Pharmaceuticals
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT04323436
	NCT03647488
	NCT01610336
	NCT05488314
	NCT01911507
	NCT02276027
	Clinical trial No.

	II
	II
	II
	I/II
	I
	II
	Approval Phase

	NSCLC
	EGFR wild-type ALK rearrangement negative NSCLC
	NSCLC
	Unresectable metastatic NSCLC
	MET expressing NSCLC
	Advanced NSCLC
	Indications

	+Spartalizumab/​Placebo
	+Spartalizumab vs. Docetaxel
	+Gefitinib
	+Amivantamab
	+Erlotinib
	Monotherapy
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Terminated
	Completed
	Completed
	Recruiting
	Completed
	Completed
	Status



	Capmatinib (INC280, INCB028060)
	Drug

	National Cancer Institute (NCI)
	M.D. Anderson Cancer Center
	SCRI Development Innovations, LLC
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT02019693
	NCT05243641
	NCT02386826
	NCT02795429
	NCT02205398
	NCT01870726
	Clinical trial No.

	II
	I/II
	I
	I/II
	I
	I/II
	Approval Phase

	PRCC
	Metastatic breast cancer and inflammatory breast cancer patients
	GBM
	Advanced HCC
	MET-positive mCRC and HNSCC
	rGBM
	Indications

	Monotherapy
	+Neratinib
	+Bevacizumab
	+Spartalizumab
	+Cetuximab
	+Buparlisib
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Completed
	Recruiting
	Completed
	Completed
	Terminated
	Terminated
	Status



	Capmatinib (INC280, INCB028060)
	Drug

	SCRI Development Innovations, LLC
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Incyte Corporation
	University of California, San Francisco
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT02386826
	NCT01324479
	NCT01546428
	NCT01324479
	NCT01072266
	NCT02587650
	Clinical trial No.

	Ib
	I
	I
	I
	I
	II
	Approval Phase

	GBM
	Solid tumors
	Advanced solid tumors
	MET dependent advanced solid tumors
	Advanced solid tumors
	Unresectable stage III/IV BRAF/NRAS wild-type melanoma
	Indications

	+Bevacizumab
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Completed
	Completed
	Completed
	Completed
	Completed
	Terminated
	Status



	Capmatinib (INC280, INCB028060)
	Drug

	Novartis Pharmaceuticals
	Massachusetts General Hospital
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	University of California, Davis
	Novartis Pharmaceuticals
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT04139317
	NCT02750215
	NCT02414139
	NCT01610336
	NCT01911507
	NCT02795429
	Clinical trial No.

	II
	II
	II
	Ib/II
	I
	Ib/II
	Approval Phase

	NSCLC
	NSCLC
	NSCLC
	NSCLC
	NSCLC
	Advanced HCC
	Indications

	+Pembrolizumab
	Monotherapy
	Monotherapy
	+Gefitinib
	+Erlotinib
	+PDR001
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Terminated
	Completed
	Completed
	Completed
	Terminated
	Terminated
	Status



	Savolitinib (AZD 6094, HMPL-504, Volitinib)
	Capmatinib (INC280, INCB028060)
	Drug

	AstraZeneca, Hutchison Medipharma Limited, Hutchison Medipharma Limited, National Cancer Institute (NCI), The First Affiliated Hospital of Guangzhou Medical University
	Novartis Pharmaceuticals
	National Cancer Institute (NCI)
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Novartis Pharmaceuticals
	Developer

	MET (selective)
	MET (selective)
	Target(s)

	Not reported
	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT02897479
	NCT03484923
	NCT02019693
	NCT04427072
	NCT04323436
	NCT03647488
	Clinical trial No.

	II
	II
	II
	III
	II
	II
	Approval Phase

	Lung Sarcomatoid Carcinoma, NSCLC
	Metastatic Melanoma
	PRCC
	NSCLC
	NSCLC
	NSCLC
	Indications

	Monotherapy
	+Spartalizumab
	Monotherapy
	Monotherapy
	Monotherapy/
+Spartalizumab
	+Spartalizumab
	Monotherapy/
combinations

	Nausea, peripheral edema, rash, constipation, fatigue, increased lipase
	Adverse events

	Unknown status
	Completed
	Completed
	Completed
	Terminated
	Completed
	Status



	Savolitinib (AZD 6094, HMPL-504, Volitinib)
	Drug

	AstraZeneca, Hutchison Medipharma Limited, Hutchison Medipharma Limited, National Cancer Institute (NCI), The First Affiliated Hospital of Guangzhou Medical University
	Developer

	MET (selective)
	Target(s)

	Not reported
	IC50 for MET

	NCT04923932
	NCT04606771
	NCT03778229
	NCT02374645
	NCT02143466
	NCT02127710
	Clinical trial No.

	II
	II
	II
	I
	I
	II
	Approval Phase

	mGC
	NSCLC
	NSCLC
	NSCLC
	NSCLC
	PRCC
	Indications

	Monotherapy
	+Osimertinib
	+Osimertinib
	+Gefitinib
	+Osimertinib
	Monotherapyb
	Monotherapy/
combinations

	Nausea, fatigue, vomiting, peripheral edema, increased AST
	Adverse events

	Recruiting
	Active, not recruiting
	Active, not recruiting
	Completed
	Active, not recruiting
	Completed
	Status



	Savolitinib (AZD 6094, HMPL-
504, Volitinib)
	Drug

	AstraZeneca, Hutchison Medipharma Limited, Hutchison Medipharma Limited, National Cancer Institute (NCI), The First Affiliated Hospital of Guangzhou Medical University
	Developer

	AstraZeneca, Hutchison Medipharma Limited, Hutchison Medipharma Limited, National Cancer Institute (NCI), The First Affiliated Hospital of Guangzhou Medical University
	Target(s)

	MET (selective)
	IC50 for MET

	NCT03592641
	NCT05163249
	NCT05043090
	NCT01985555
	NCT05777278
	NCT03091192
	NCT03592641
	NCT04923945
	Clinical trial No.

	II
	II
	III
	I
	I/II
	III
	II
	III
	Approval Phase

	Metastatic or unresectable CRC
	NSCLC
	PRCC
	Advanced solid tumors
	NSCLC
	PRCC
	CRC
	NSCLC
	Indications

	Monotherapy
	+Osimertinib
	+Durvalumab
	Monotherapy
	+Docetaxel
	Savolitinib Vs. Sunitinib
	Monotherapy
	Monotherapy
	Monotherapy
/combinations

	Nausea, fatigue, vomiting, peripheral edema, increased AST
	Adverse events

	Terminated
	Active, not recruiting
	Recruiting
	Completed
	Recruiting
	Active, not recruiting
	Terminated
	Recruiting
	Status



	Tepotinib (Tepmetko, MSC2156119J)
	Drug

	Criterium, Inc.; Merck KGaA, Darmstadt, Germany; Chungbuk National University Hospital; EMD Serono Research & Development Institute, Inc.; M.D. Anderson Cancer Center; Hallym University Medical Center
	Developer

	MET (selective)
	Target(s)

	In vitro IC50=0.13 nM, in cells IC50=1nM
	IC50 for MET

	NCT05439993
	NCT04515394
	NCT04647838
	NCT01988493
	NCT02115373
	NCT06083857
	NCT03940703
	NCT02864992
	NCT05782361
	NCT04739358
	NCT01982955
	Clinical trial No.

	I/II
	II
	II
	I/II
	I/II
	I/II
	II
	II
	I
	I/II
	Ib/II
	Approval Phase

	mGC
	CRC
	Advanced/
metastatic solid cancers
	HCC
	HCC
	NSCLC
	NSCLC
	Advanced NSCLC
	NSCLC
	NSCLC
	NSCLC
	Indications

	+Paclitaxel
	+Cetuximab
	Monotherapy
	Monotherapy
	Monotherapy
	+Amivantamab
	+Osimertinib
	Monotherapy
	+Pembrolizumab
	Monotherapy/
+other TKI
	+Gefitinib
	Monotherapy/
combinations

	Increased amylase and lipase concentrations, peripheral edema, increased lipase
	Adverse events

	Recruiting
	Terminated
	Recruiting
	Completed
	Completed
	Recruiting
	Active, not recruiting
	Completed
	Recruiting
	Completed
	Terminated
	Status



	ABN401
	MK-2461
	SAR125844
	AMG-337
	BPI‑9016M
	Drug

	ABION Inc. R&D center, Seoul, Korea
	Merck
	Sanofi (Responsible Party)
	Amgen Incorporated
	Betta Pharmaceuticals Co., Ltd
	Developer

	MET 
	MET, FGFR, PDGFR
	MET
	MET
	MET、AXL
	Target(s)

	In vitro IC50=10 nM
	In vitro IC50=0.4-2.5nmol/L
	In vitro IC50=4.2 nM
	In vitro IC50=1 nM
	In vitro IC50=6nM
	IC50 for MET

	NCT04052971
	NCT00518739
	NCT00496353
	NCT01391533
	NCT02435121
	NCT01657214
	NCT01253707
	NCT02096666
	NCT02016534
	NCT02478866
	NCT02929290
	Clinical trial No.

	I
	I
	I/II
	I
	II
	I
	I
	II/II
	II
	I
	Ib
	Approval Phase

	Advanced solid tumors
	Advanced Cancer
	Solid tumors
	Solid tumors
	NSCLC
	Malignant tumors
	Advanced solid tumors
	Stomach tumors
	Stomach tumors
	Solid tumors
	NSCLC
	Indications

	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy/
combinations

	Not reported
	Not reported
	Asthenia/fatigue, nausea, abdominal pain, constipation, dyspnea
	Headache, nausea, fatigue
	Elevated ALT, elevated AST, increased bilirubin, dysgeusia, constipation, hypertension, palmar-plantar erythrodysesthesia syndrome
	Adverse events

	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Recruiting
	Completed
	Recruiting
	Status



a In the order of inhibition potency.
b All the relevant information of clinical trials can be found on the public clinical trial registry website (clinicaltrials.gov). Here is a partial list of all the relevant clinical trials.
Abbreviations: NSCLC: non-small cell lung cancer, CRC: colorectal cancer, mCRC: metastatic colorectal cancer, GBM: glioblastoma multiforme, rGBM: recurrent glioblastoma, ALCL: anaplastic large cell lymphoma, PRCC: papillary renal carcinoma, HNSCC: head and neck squamous cell carcinoma, HCC: hepatocellular carcinoma, GC: gastric cancer, mGC: metastatic gastric and gastroesophageal adenocarcinoma, TKI: tyrosine kinase inhibitor, PPE: pulmonary drug-related adverse events.


	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

Table 2. Summary of the basic profile of type II MET small-molecule inhibitors and the related ongoing clinical trials.




	Exelixis
	University of Texas Southwestern Medical Center
	Centre Leon Berard
	Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
	National Cancer Institute (NCI)
	Emory University
	Exelixis
	Exelixis
	University Health Network, Toronto
	Exelixis
	Exelixis/Ipsen
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for MET

	NCT01865747
	NCT05931393
	NCT03967522
	NCT03463681
	NCT02761057
	NCT04022343
	NCT05523479
	NCT03634540
	NCT04204850
	NCT03755791
	NCT01908426
	Clinical Trial No.

	III
	II
	II
	II
	II
	II
	III
	II
	II
	III
	III
	Phase of approvalTable 2. Summary of the basic profile of type II MET small-molecule inhibitors and the related ongoing clinical trials.



	RCC
	RCC
	mRCC with brain metastases
	RCC
	PRCC
	Locally advanced non-metastatic ccRCC
	ccRCC
	ccRCC
	Recurrent HCC post liver transplant
	HCC
	HCC
	Indications

	vs. Everolimus
	Monotherapy/
+Nivolumab
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	+Belzutifan
	Monotherapy
	+Atezolizumab
	Monotherapy
	Monotherapy/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Completed
	Recruiting
	Recruiting
	Completed
	Active, not recruiting
	Active, not recruiting
	Enrolling by invitation
	Active, not recruiting
	Recruiting
	Active, not recruiting
	Completed
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	University of Alabama at Birmingham
	Exelixis
	Exelixis
	Dana-Farber Cancer Institute
	Radboud University Medical Center
	National Cancer Institute (NCI)
	Hoffmann-La Roche
	M.D. Anderson Cancer Center
	Ipsen
	Memorial Sloan Kettering Cancer Center
	Exelixis
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for MET

	NCT02101736
	NCT01522443
	NCT01605227
	NCT01574937
	NCT03729297
	NCT05411081
	NCT04338269
	NCT03541902
	NCT03945773
	NCT03635892
	NCT03937219
	Clinical Trial No.

	II
	III
	III
	I
	II
	II
	III
	II
	II
	II
	III
	Phase of approval

	Plexiform neurofibromas
	PC
	PC
	Castration resistant PC
	SGC
	Papillary kidney cancer
	RCC
	RCC
	RCC
	Non-clear CRCC
	RCC
	Indications

	Monotherapy
	Monotherapy
	Monotherapy
	+abiraterone
	Monotherapy
	±Atezolizumab
	Monotherapy/+Atezolizumab
	Monotherapy
	Monotherapy
	+Nivolumab
	+Nivolumab+Ipilimumab
	Monotherapy/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Completed
	Terminated
	Completed
	Completed
	Terminated
	Recruiting
	Active, not recruiting
	Active, not recruiting
	Active, not recruiting
	Active, not recruiting
	Active, not recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	Memorial Sloan Kettering Cancer Center
	Centre Francois Baclesse
	Exelixis
	Massachusetts General Hospital
	Dana-Farber Cancer Institute
	Children's Hospital of Philadelphia
	National Cancer Institute (NCI)
	Exelixis
	National Cancer Institute (NCI)
	Baptist Health South Florida
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT01639508
	NCT04205799
	NCT03170960
	NCT01588821
	NCT04197310
	NCT06156410
	NCT01755195
	NCT00704288
	NCT01688999
	NCT05425004
	Clinical Trial No.

	II
	II
	I/II
	II
	II
	I
	II
	II
	II
	II
	Phase of approval

	NSCLC
	Advanced/metastatic CC
	Locally advanced or metastatic solid tumors
	Advanced solid (non-breast, non-prostate) tumors and bony metastases
	Advanced carcinoid tumors
	Relapsed/refractory ewing sarcoma and osteosarcoma
	Metastatic refractory soft tissue sarcoma
	Progressive or recurrent GBM
	Advanced urothelial cancer
	Recurrent or progressive meningioma
	Indications

	Monotherapy
	Monotherapy
	+Atezolizumab
	Monotherapy
	+Nivolumab
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Recruiting
	Completed
	Active, not recruiting
	Completed
	Completed
	Recruiting
	Completed
	Completed
	Completed
	Recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	Exelixis
	University of Colorado, Denver
	National Cancer Institute (NCI)
	Karsten Gavenis
	Dana-Farber Cancer Institute
	Exelixis
	Takeda
	Fundacion Clinic per a la Recerca Biomédica
	University of Leipzig
	John Strickler, M.D.
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT00940225
	NCT04963283
	NCT02867592
	NCT04524208
	NCT01466036
	NCT03755791
	NCT03586973
	NCT04316182
	NCT04767906
	NCT02008383
	Clinical Trial No.

	II
	II
	II
	II
	II
	II
	III
	II
	II
	I
	Phase of approval

	Advanced tumors
	CRC
	Refractory sarcomas, Wilms tumor, and other rare tumors
	Advanced, low proliferative NEN G3
	Advanced pancreatic neuroendocrine and carcinoid tumors
	HCC
	HCC
	HCC refractory to PD-1 Inhibitors
	HCC refractory to PD-1 Inhibitors
	Metastatic CRC
	Indications

	Monotherapy
	+Nivolumab
	Monotherapy
	Monotherapy
	+Nivolumab
	+Atezolizumab
	Monotherapy
	Monotherapy
	Monotherapy
	+Panitumumab
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Completed
	Active, not recruiting
	Active, not recruiting
	Recruiting
	Completed
	Active, not recruiting
	Completed
	Completed
	Recruiting
	Completed
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	Memorial Sloan Kettering Cancer Center
	Rana McKay, MD
	M.D. Anderson Cancer Center
	Emory University
	University of Arizona
	Wuerzburg University Hospital
	Jennifer King
	John Rieth
	University of Campania "Luigi Vanvitelli"
	University of California, Irvine
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT03667482
	NCT05502315
	NCT01630590
	NCT03468218
	NCT04820179
	NCT03612232
	NCT04876456
	NCT03957551
	NCT06171854
	NCT04164979
	Clinical Trial No.

	I
	II
	II
	II
	II
	II
	II
	I/II
	II
	II
	Phase of approval

	HNSCC
	Castration-resistant PC
	Castration-resistant PC
	Metastatic, refractory pancreatic cancer
	Advanced ACC
	HCC
	Incurable patients with refractory germ cell tumors
	Metastatic melanoma
	pretreated metastatic CRC
	mGC
	Indications

	+Cetuximab
	+Nivolumab
	+Androgen ablation
	+Panitumumab
	+Atezolizumab
	Monotherapy
	Monotherapy
	+Panitumumab
	Monotherapy
	+Panitumumab
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Active, not recruiting
	Recruiting
	Completed
	Active, not recruiting
	Recruiting
	Recruiting
	Recruiting
	Recruiting
	Active, not recruiting
	Active, not recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	University of Alabama at Birmingham
	M.D. Anderson Cancer Center
	National Cancer Institute (NCI)
	National Cancer Institute (NCI)
	Deepak Kilari
	M.D. Anderson Cancer Center
	Institut Bergonié
	Massachusetts General Hospital
	Dana-Farber Cancer Institute
	University of Utah
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT05559879
	NCT03370718
	NCT03367741
	NCT01716715
	NCT04289779
	NCT05039281
	NCT05182164
	NCT01441947
	NCT02260531
	NCT03534804
	Clinical Trial No.

	I/II
	II
	II
	II
	II
	I/II
	II
	II
	II
	II
	Phase of approval

	Recurrent gynecologic carcinosarcoma
	Adrenocortical carcinoma
	Endometrial cancer
	Epithelial ovarian, fallopian tube, or primary peritoneal cavity cancer
	Bladder cancer
	rGBM
	Advanced sarcomas
	Breast cancer
	Breast cancer
	Urothelial carcinoma
	Indications

	+Dostarlimab
	Monotherapy
	+Nivolumab
	Monotherapy
	+Atezolizumab
	+Atezolizumab
	+Panitumumab
	+Fulvestrant
	±Trastuzumab
	+Panitumumab
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Recruiting
	Completed
	Active, not recruiting
	Completed
	Recruiting
	Recruiting
	Recruiting
	Active, not recruiting
	Completed
	Active, not recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	Hoffmann-La Roche
	National Cancer Institute (NCI)
	National Cancer Institute (NCI)
	Peter Zage
	National Cancer Institute (NCI)
	Augusta University
	National Cancer Institute (NCI)
	Exelixis
	Emory University
	National Cancer Institute (NCI)
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT04471428
	NCT04310007
	NCT03468985
	NCT03611595
	NCT01709435
	NCT04173338
	NCT03914300
	NCT00704730
	NCT06006013
	NCT03375320
	Clinical Trial No.

	III
	II
	II
	I
	I
	I
	II
	III
	II
	III
	Phase of approval

	NSCLC
	NSCLC
	NSCLC
	Recurrent or refractory solid tumors
	Recurrent or refractory solid tumors
	NSCLC, urothelial cancer, advanced malignant mesothelioma
	Differentiated thyroid cancer
	Medullary thyroid cancer
	Adrenocortical carcinoma
	Pancreatic neuroendocrine and carcinoid tumors
	Indications

	+Atezolizumab
	Monotherapy/
+Nivolumab
	+Nivolumab+Ipilimumab
	+13-cis-Retinoic acid
	Monotherapy
	+Pemetrexed
	+Nivolumab+Ipilimumab
	Monotherapy
	+Atezolizumab
	Monotherapy
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Active, not recruiting
	Active, not recruiting
	Completed
	Recruiting
	Completed
	Terminated
	Active, not recruiting
	Completed
	Active, not recruiting
	Active, not recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	Merck Sharp & Dohme LLC
	Bradley A. McGregor, MD
	Mark Stein
	Spanish Oncology Genito-Urinary Group
	Fondazione IRCCS Istituto Nazionale dei Tumori, Milano
	Takeda
	University of Colorado, Denver
	University of Utah
	National Cancer Institute (NCI)
	National Cancer Institute (NCI)
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT04586231
	NCT04413123
	NCT04322955
	NCT04134390
	NCT03354884
	NCT03339219
	NCT03149822
	NCT03200587
	NCT03866382
	NCT02496208
	Clinical Trial No.

	III
	II
	II
	I
	I
	I
	II
	III
	II
	II
	Phase of approval

	RCC
	RCC
	RCC
	RCC
	collecting ducts RCC
	RCC
	mRCC
	mRCC
	Genitourinary cancers
	Urothelial carcinoma and other genitourinary tumors
	Indications

	Monotherapy
	+Nivolumab
+Ipilimumab
	+Nivolumab
+Ipilimumab
	Monotherapy
	Monotherapy
	Monotherapy
	+Pembrolizumab
	+Avelumab
	+Nivolumab
±Ipilimumab
	+Nivolumab
±Ipilimumab
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Active, not recruiting
	Recruiting
	Recruiting
	Completed
	Completed
	Completed
	Active, not recruiting
	Completed
	Recruiting
	Active, not recruiting
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	University of Washington
	Institut für Klinische Krebsforschung IKF GmbH at Krankenhaus Nordwest
	Stephen Chan Lam
	Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins
	Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins
	Academic Thoracic Oncology Medical Investigators Consortium
	Anwaar Saeed
	Duke University
	Weill Medical College of Cornell University
	Fundacion CRIS de Investigación para Vencer el Cáncer
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT04442581
	NCT04511455
	NCT04588051
	NCT04497038
	NCT03299946
	NCT03542877
	NCT03539822
	NCT03964337
	NCT04631744
	NCT03425201
	Clinical Trial No.

	II
	II
	II
	I
	I
	II
	I/II
	II
	II
	I/II
	Phase of approval

	Advanced HCC
	HCC
	HCC
	HCC
	HCC
	CRC
	GC
	PC
	mCRPC
	Advanced urothelial carcinoma
	Indications

	+Pembrolizumab
	Monotherapy
	Monotherapy
	+Nivolumab
+Definitive resection
	+Nivolumab
	Monotherapy
	+Durvalumab (MEDI4736) ±Tremelimuma
	Monotherapy
	Monotherapy
	+Niraparib
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Terminated
	Active, not recruiting
	Active, not recruiting
	Completed
	Completed
	Completed
	Active, not recruiting
	Terminated
	Recruiting
	Completed
	Status



	Cabozantinib (XL184, BMS-907351, Cabometyx, Cometriq®)
	Drug

	University of Nebraska
	Washington University School of Medicine
	City of Hope Medical Center
	Dana-Farber Cancer Institute
	Exelixis
	Exelixis
	Indiana University
	Hospices Civils de Lyon
	Developer

	VEGFR2, MET, RET, KIT, AXL, FLT1/3/4
	Target(s)a

	In vitro IC50=1.3 nM, in cells IC50=7nM
	IC50 for
MET

	NCT03201250
	NCT04551430
	NCT04200443
	NCT03316586
	NCT01896479
	NCT03690388
	NCT02885324
	NCT03963206
	Clinical Trial No.

	I/II
	II
	II

	II
	II
	III

	II
	IV
	Phase of approval

	Refractory MM
	Metastatic soft-tissue sarcoma
	Leiomyosarcoma and other soft tissue sarcomas
	Metastatic TNBC
	Medullary thyroid cancer
	Differentiated thyroid cancer
	Central nervous system tumors
	HCC
	Indications

	Monotherapy
	+Nivolumab+Ipilimumab
	+Temozolomide
	+Nivolumab
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
/combinations

	increased ALT, hypertension, increased AST, palmar-plantar erythrodysaesthesia, diarrhea, fatigue, dehydration, wound complications
	Adverse events

	Terminated
	Active, not recruiting
	
Active, not recruiting

	Completed
	
Active, not recruiting

	
Active, not recruiting

	Terminated
	Completed
	Status



	Merestinib (LY2801653)
	Drug

	Eli Lilly and Company; Dana-Farber Cancer Institute
	Developer

	TEK, MET, AXL, RON
	Target(s)a

	Ki=2 nM
	IC50 for
MET

	NCT02791334
	NCT01285037
	NCT03027284
	NCT02711553
	NCT02745769
	NCT03125239
	NCT02920996
	NCT03292536
	Clinical Trial No.

	II
	Ib
	I

	II
	Ia/Ib
	I

	II
	Ib
	Phase of approval

	NSCLC
	Breast cancer
	Advanced and/or metastatic cancer
	BTC
	CRC
	Relapsed or refractory adult AML
	NSCLC
	Breast cancer
	Indications

	Monotherapy/+emibetuzumab
	Monotherapy
	Monotherapy/
+Cisplatin
+Gemcitabine
	Ramucirumab or merestinib or placebo, +cisplatin and gemcitabine
	+Ramucirumab
	+LY2874455
	Monotherapy/
+emibetuzumab
	Monotherapy
	Monotherapy
/combinations

	Neutropenia, thrombocytopenia, anemia, increased ALT, increased AST
	Adverse events

	Terminated
	Terminated
	
Completed
	
Active, not recruiting

	Completed
	Completed
	Terminated
	Terminated
	Status



	Merestinib (LY2801653)
	MGCD265 (Glesatinib)
	Drug

	Bristol-Myers Squibb/Aslan
	Mirati Therapeutics
	Developer

	AXL, RON, MET, Tyro3
	MET, RON, VEGFR1/2/3, AXL
	Target(s)a

	In vitro IC50=20 nM, in cells IC50<1 nM
	In vitro IC50=1nM
	IC50 for
MET

	NCT01721148
	NCT00605618
	NCT00679133
	NCT00697632
	NCT02954991
	NCT00975767
	NCT02544633
	Clinical Trial No.

	


I

	I/II
	I
	I
	II

	I
	I
	Phase of approval

	Advanced solid tumors
	Advanced solid tumors
	Advanced tumors
	Advanced tumors
	NSCLC
	NSCLC
	NSCLC with genetic alterations in MET
	Indications

	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	+Nivolumab
	+ Erlotinib/
docetaxel
	Monotherapy
	Monotherapy
/combinations

	Nausea, fatigue, constipation
	Diarrhea, rash, fatigue
	Adverse events

	Completed
	Completed
	
Completed
	
Completed
	Completed
	Terminated
	Terminated
	Completed
	Status



	Foretinib (XL880, EXEL-2880, GSK1363089)
	Drug

	GSK, NCIC Clinical Trials Group
	Developer

	MET, VEGFR2, TIE-2, VEGFR3, RON, AXL
	Target(s)a

	In vitro IC50=0.4nM
	IC50 for
MET

	NCT00743067
	NCT00742131
	NCT01138384
	NCT01147484
	NCT00725764
	NCT00725712
	NCT00920192
	NCT00726323
	NCT01147484
	Clinical Trial No.

	
I

	I
	I/II
	II
	II
	II
	I

	II
	II
	Phase of approval

	Solid tumors
	Solid tumors
	Recurrent/​metastatic breast cancer
	Recurrent/​metastatic breast cancer
	HNSCC
	Metastatic GC
	RCC
	RCC
	Recurrent breast cancer
	Indications

	Monotherapy
	Monotherapy
	+Lapatinib
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
	Monotherapy
/combinations

	Fatigue, hypertension, gastrointestinal toxicities, nonfatal pulmonary emboli, increased ALT, diarrhea, proteinuria, hematuria
	Adverse events

	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Completed
	Status



	Sitravatinib
	Drug

	Mirati Therapeutics Inc.
	Mirati Therapeutics Inc.
	M.D. Anderson Cancer Center
	Grupo Español Multidisciplinar de Melanoma
	M.D. Anderson Cancer Center
	Mirati Therapeutics Inc.
	University Health Network, Toronto (Responsible Party)
	Columbia University
	Xiang Zhang, Baylor Breast Care Center (Responsible Party)
	Developer

	MET, AXL, MER, VEGFR, PDGFR, DDR2, TRK, Eph
	Target(s)a

	In vitro IC50=3980nmol/L
	IC50 for
MET

	NCT04887870
	NCT03680521
	NCT03015740
	NCT05542342
	NCT02219711
	NCT02219711
	NCT03575598
	NCT02978859
	NCT04123704
	Clinical Trial No.

	II/III
	II
	I/II
	II
	II
	I
	Early I
	II
	I
	Phase of approval

	Solid tumors
	ccRCC
	ccRCC
	Uveal melanoma
	ccRCC
	Solid tumors
	Oral cavity cancer
	Liposarcoma
	Metastatic breast cancer
	Indications

	±Anticancer therapies
	+Nivolumab
	+Nivolumab
	+Tislelizumab
	+Nivolumab
	Monotherapy
	+Nivolumab
	Monotherapy
	Monotherapy
	Monotherapy
/combinations

	Diarrhea, fatigue, hypertension, nausea
	Adverse events

	Active, not recruiting
	Completed
	Completed
	Active, not recruiting
	Active, not recruiting
	Completed
	Completed
	Completed
	Terminated
	Status

	Sitravatinib
	Drug

	BeiGene (Responsible Party)
	Fudan University (Responsible Party)
	Anhui Provincial Hospital (Responsible Party)
	Zhejiang Cancer Hospital (Responsible Party)
	Mirati Therapeutics Inc.
	Mirati Therapeutics Inc.
	Mirati Therapeutics Inc.
	BeiGene (Responsible Party)
	Mirati Therapeutics Inc.
	Seoul National University Hospital
	Developer

	MET, AXL, MER, VEGFR, PDGFR, DDR2, TRK, Eph
	Target(s)a

	In vitro IC50=3980nmol/L
	IC50 for
MET

	NCT03941873
	NCT04734262
	NCT05407519
	NCT05228496
	NCT04518046
	NCT03906071
	NCT02954991
	NCT03666143
	NCT03606174
	NCT04727996
	Clinical Trial No.

	I/II
	II
	II
	II
	I
	III
	II
	I
	II
	II
	Phase of approval

	HCC, Gastric/Gastroesophageal Junction Cancer
	TNBC
	HCC
	SCLC
	ccRCC
	NSCLC
	NSCLC
	Solid tumors
	Urothelial carcinoma
	BTC
	Indications

	±Tislelizumab
	+Tislelizumab/
Nab-paclitaxel
	+Tislelizumab
	+Tislelizumab
	+Nivolumab
+Ipilimumab
	+Nivolumab
	+glesatinib, sitravatinib, mocetinostat
	+Tislelizumab
	+Nivolumab/Pembrolizumab+Enfortumab vedotin
	+Tislelizumab
	Monotherapy
/combinations

	Diarrhea, fatigue, hypertension, nausea
	Adverse events

	Completed
	Active, not recruiting
	Recruiting
	Active, not recruiting
	Completed
	Active, not recruiting
	Terminated
	Terminated
	Terminated
	Diarrhea, fatigue, hypertension, nausea
	Status



a In the order of inhibition potency.
b All the relevant information of clinical trials can be found on the public clinical trial registry website (clinicaltrials.gov). Here is a partial list of all the relevant clinical trials.
Abbreviations: HCC: hepatocellular carcinoma, RCC: renal cell carcinoma, ccRCC: clear cell renal cell carcinoma, Non-clear CRCC: non-clear cell renal cell carcinoma, mRCC: metastatic renal cell carcinoma, PRCC: papillary renal carcinoma, SGC: salivary gland cancer, PC: prostate cancer, GBM: glioblastoma multiforme, CC: cervical cancer, NSCLC: non-small cell lung cancer, CRC: colorectal cancer, NEN G3: neuroendocrine neoplasms G3, mGC: metastatic gastric and gastroesophageal adenocarcinoma, ACC: adrenocortical carcinoma, HNSCC: head and neck squamous cell carcinoma, rGBM: recurrent glioblastoma, mCRPC: metastatic castration-resistant prostate cancer, GC: gastric cancer, TNBC: metastatic triple-negative breast cancer, MM: multiple myeloma, AML: acute myeloblastic leukemia, BTC: biliary tract cancer, SCLC: small cell lung cancer, AST: aspartate aminotransferase, ALT: alanine aminotransferase
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