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	Adverse Event Grade by Treatment Group

	
	Nintedanib, 200 mg bid
(n = 63)
	
	Sorafenib, 400 mg bid
(n = 32)

	
	       All
	          ≥3
	
	        All
	  ≥3

	Adverse Event
	No.
	%
	No.
	%
	
	No.
	%
	No.
	%

	AEs Leading to Dose Reduction

	Investigations
	0
	0
	0
	0
	
	6
	18.8
	6
	18.8

	   ALT increased
	0
	0
	0
	0
	
	2
	6.3
	2
	6.3

	   AST increased
	0
	0
	0
	0
	
	3
	9.4
	3
	9.4

	   Blood bilirubin increased
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	   Lipase increased
	0
	0
	0
	0
	
	2
	6.3
	2
	6.3

	Metabolism and nutrition disorders
	2
	3.2
	1
	1.6
	
	0
	0
	0
	0

	   Cachexia
	1
	1.6
	0
	0
	
	0
	0
	0
	0

	   Decreased appetite
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	Nervous system disorders
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	   Hepatic encephalopathy 
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Renal and urinary disorders
	2
	3.2
	2
	3.2
	
	0
	0
	0
	0

	   Proteinuria
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Renal failure, chronic
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	Skin and subcutaneous tissue disorders
	0
	0
	0
	0
	
	10
	31.3
	8
	25.0

	   Palmar-plantar  
   erythrodysesthesia syndrome
	0
	0
	0
	0
	
	5
	15.6
	5
	15.6

	   Pruritus
	0
	0
	0
	0
	
	1
	3.1
	0
	0

	   Rash
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	   Skin reaction
	0
	0
	0
	0
	
	4
	12.5
	2
	6.3

	Vascular disorders
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Hypertension
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	AEs Leading to Treatment Discontinuationa

	Cardiac disorders
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	   Acute coronary syndrome
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Gastrointestinal disorders 
	4
	6.3
	2
	3.2
	
	0
	0
	0
	0

	   Diarrhea 
	3
	4.8
	2
	3.2
	
	0
	0
	0
	0

	   Vomiting
	1
	1.6
	0
	0
	
	0
	0
	0
	0

	General disorders and administration site conditions
	2
	3.2
	1
	1.6
	
	1
	3.1
	1
	3.1

	   Fatigue
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Edema
	1
	1.6
	0
	0
	
	0
	0
	0
	0

	   Asthenia
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Hepatobiliary disorders
	2
	3.2
	2
	3.2
	
	0
	0
	0
	0

	   Hepatic failure
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Hepatic function abnormal
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	Infections and infestations
	1
	1.6
	1
	1.6
	
	1
	3.1
	1
	3.1

	   Sepsis
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Pneumonia
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Investigations
	2
	3.2
	2
	3.2
	
	1
	3.1
	1
	3.1

	   AST increased
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Lipase increased
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Blood bilirubin increased
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Neoplasms benign, malignant, and unspecified (including cysts and polyps)
	1
	1.6
	1
	1.6
	
	2
	6.3
	2
	6.3

	   Nasal sinus cancer
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Malignant neoplasm progression
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	   Metastases to CNS
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Nervous system disorders
	2
	3.2
	2
	3.2
	
	1
	3.1
	1
	3.1

	   Cognitive disorder
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Sciatica
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Hepatic encephalopathy
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Renal and urinary disorders
	2
	3.2
	2
	3.2
	
	0
	0
	0
	0

	   Proteinuria
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Chronic renal failure
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	Respiratory, thoracic, and mediastinal disorders
	1
	1.6
	1
	1.6
	
	1
	3.1
	1
	3.1

	   Pneumonia aspiration
	1
	1.6
	1
	1.6
	
	0
	0
	0
	0

	   Pleural effusion
	0
	0
	0
	0
	
	1
	3.1
	1
	3.1

	Skin and subcutaneous tissue disorders
	0
	0
	0
	0
	
	4
	12.5
	1
	3.1

	   Palmar-plantar erythrodysesthesia 
   syndrome
	0
	0
	0
	0
	
	1
	3.1
	0
	0

	   Rash
	0
	0
	0
	0
	
	1
	3.1
	0
	0

	   Skin reaction
	0
	0
	0
	0
	
	2
	6.3
	1
	3.1


AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CNS, central nervous system; CTCAE, Common Terminology Criteria for Adverse Events.
NOTE. Percentages are calculated using total number of patients per treatment as the denominator. MedDRA v17.0 was used for reporting. Only AEs with CTCAE grades equal to 1 to 5 are included. On-treatment AEs include the 28-day post-treatment period. AEs are sorted by frequency in the nintedanib 200 mg group.
aOne patient had one AE “metastases to central nervous system” with missing CTCAE grade.

