Supplementary Table 1. Classification of reasons for prior chemotherapy and TKI combined with chemotherapy
	Reason for prior chemotherapy（n=9）
	%
	Reason for TKI combined with chemotherapy（n=14）
	%

	Postoperative adjuvant chemotherapy
	55.6% (5/9)
	Recurrence after postoperative adjuvant chemotherapy
	21.4% (3/14)

	Advanced-stage palliative chemotherapy
	44.4% (4/9)
	Advanced-stage palliative chemotherapy
	78.6% (11/14)



Supplementary Table 2. Details of systemic anticancer regimens (with or without bevacizumab) involved in this study
	Prior chemotherapy regimen
	N

	Pemetrexed + carboplatin
	6

	Pemetrexed + bevacizumab
	3

	Chemotherapy regimen combined with TKI
	N

	Pemetrexed + carboplatin
	6

	Pemetrexed + carboplatin + bevacizumab
	2

	Paclitaxel + nedaplatin
	1

	Pemetrexed + bevacizumab
	1

	Pemetrexed + lobaplatin
	1

	Pemetrexed + nedaplatin + bevacizumab
	1

	Cisplatin + bevacizumab
	1

	Paclitaxel + bevacizumab
	1


Regimens containing bevacizumab are indicated in bold.




Supplementary Table 3. CTR-CVT incidence by TKI monotherapy and TKI combined with chemotherapy
	
	TKI monotherapy, %
	TKI combined with chemotherapy, %

	CTR-CVT
	25.0% (3/12)
	35.7% (5/14)

	Non-CTR-CVT
	75.0% (9/12)
	64.3% (9/14)





Supplementary Table 4. CTCAE criteria for QTc prolongation and heart failure-related adverse events
	CTCAE Terms
	Grade 1
	Grade 2
	Grade 3
	Grade 4
	Grade 5

	Electrocardiogram QT 
corrected interval prolonged
	Average QTc 450 - 480 ms
	Average QTc 481 - 500 ms
	Average QTc >= 501 ms; >60 ms change from baseline
	Torsade de pointes; polymorphic ventricular tachycardia; signs/symptoms of serious arrhythmia
	-

	Heart failure
	Asymptomatic with laboratory (e.g., BNP [B-Natriuretic Peptide ]) or cardiac imaging abnormalities
	Symptoms with moderate activity or exertion
	Symptoms at rest or with minimal activity or exertion; hospitalization; new onset of symptoms
	Life-threatening consequences; urgent intervention indicated (e.g., continuous IV therapy or mechanical hemodynamic support)
	Death

	Left ventricular systolic dysfunction
	-
	-
	Symptomatic due to drop in ejection fraction responsive to intervention
	Refractory or poorly controlled heart failure due to drop in ejection fraction; intervention such as ventricular assist device, intravenous vasopressor support, or heart transplant indicated
	Death

	Ejection fraction decreased
	-
	Resting ejection fraction (EF) 50 - 40%; 10 - 19% drop from baseline
	Resting ejection fraction (EF) 39 - 20%; >=20% drop from baseline
	Resting ejection fraction (EF) <20%
	-




Supplementary Table 5. Electrolytes, heart rate, and concomitant QT-prolonging drugs at peak QTc
	Patient ID
	Peak QTc (ms)
	Serum K+ at peak QTc (mmol/L)
	Serum Mg2+ at peak QTc (mmol/L)
	Serum Ca2+ at peak QTc (mmol/L)
	Heart rate at peak QTc (bpm)
	Concomitant QT-prolonging drugs

	Case 2
	503
	3.83
	NA
	2.20
	137
	Flupentixol and Melitracen Tablets

	Case 4
	579
	4.14
	NA
	2.15
	59
	Hydroxychloroquine Sulfate Tablets

	Case 5
	514
	4.09
	NA
	NA
	75
	None

	Case 7
	517
	4.55
	NA
	2.45
	111
	None

	Case 8
	515
	5.55
	NA
	2.12
	112
	None


NA, Not available

