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[bookmark: _GoBack]S2. Adverse drug reactions reported in ≥5 patients and serious adverse drug reactions reported in ≥2 patients across all subgroups, by preferred term
	Preferred term
	Group

	
	G1: ≥90
	G2: ≥60–<90
	G3a: ≥45–<60
	G3b: ≥30–<45
	G4: ≥15–<30
	G5: <15
	Dialysis patients

	
	n=1982
	n=4929
	n=1496
	n=552
	n=215
	n=60
	n=152

	
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)
	No. of
events
	No. of
patients (%)

	Adverse drug reaction
	62
	59 (2.98)
	221
	186(3.77)
	66
	53 (3.54)
	16
	16 (2.90)
	23
	15 (6.98)
	7
	4 (6.67)
	6
	5 (3.29)

	Adverse drug reaction occurring in ≥5 patients in total
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Constipation
	
	3 (0.15)
	
	13 (0.26)
	
	9 (0.60)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Hepatic function abnormal
	
	1 (0.05)
	
	18 (0.37)
	
	2 (0.13)
	
	2 (0.36)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Hypoglycemia
	
	4 (0.20)
	
	10 (0.20)
	
	5 (0.33)
	
	1 (0.18)
	
	1 (0.47)
	
	1 (1.67)
	
	2 (1.32)

	Rash
	
	3 (0.15)
	
	7 (0.14)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Dizziness
	
	1 (0.05)
	
	5 (0.10)
	
	3 (0.20)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.66)

	Blood creatinine increased
	
	0 (0.00)
	
	3 (0.06)
	
	3 (0.20)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Blood glucose decreased
	
	2 (0.10)
	
	3 (0.06)
	
	2 (0.13)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Proteinuria
	
	2 (0.10)
	
	2 (0.04)
	
	2 (0.13)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Pruritus
	
	2 (0.10)
	
	3 (0.06)
	
	1 (0.07)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Aspartate aminotransferase increased
	
	0 (0.00)
	
	4 (0.08)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Nausea
	
	0 (0.00)
	
	3 (0.06)
	
	1 (0.07)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Feeling abnormal
	
	0 (0.00)
	
	4 (0.08)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Renal impairment
	
	0 (0.00)
	
	4 (0.08)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Herpes zoster
	
	0 (0.00)
	
	3 (0.06)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (1.67)
	
	0 (0.00)

	Headache
	
	3 (0.15)
	
	0 (0.00)
	
	2 (0.13)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Abdominal discomfort
	
	0 (0.00)
	
	3 (0.06)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.66)

	Pancreatic carcinoma
	
	2 (0.10)
	
	2 (0.04)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Serious adverse drug reaction 
	11
	11 (0.55)
	45
	42 (0.85)
	13
	12 (0.80)
	7
	7 (1.27)
	16
	10 (4.65)
	3
	3 (5.00)
	2
	1 (0.66)

	Serious adverse drug reaction occurring in ≥2 patients in total
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hypoglycemia
	
	2 (0.10)
	
	2 (0.04)
	
	2 (0.13)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Pancreatic carcinoma
	
	2 (0.10)
	
	2 (0.04)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Cerebral infarction
	
	0 (0.00)
	
	2 (0.04)
	
	0 (0.00)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Ileus
	
	0 (0.00)
	
	2 (0.04)
	
	0 (0.00)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Death
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.07)
	
	1 (0.18)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Lymphoma
	
	0 (0.00)
	
	2 (0.04)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Pneumonia
	
	0 (0.00)
	
	2 (0.04)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Sepsis
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	2 (0.93)
	
	0 (0.00)
	
	0 (0.00)

	Hepatic function abnormal
	
	0 (0.00)
	
	1 (0.02)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Bladder cancer
	
	0 (0.00)
	
	1 (0.02)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Cholecystitis acute
	
	0 (0.00)
	
	1 (0.02)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	0 (0.00)

	Cholecystitis
	
	0 (0.00)
	
	1 (0.02)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (1.67)
	
	0 (0.00)

	Colon cancer
	
	0 (0.00)
	
	1 (0.02)
	
	1 (0.07)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)

	Decreased appetite
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)
	
	1 (0.47)
	
	0 (0.00)
	
	1 (0.66)

	Pemphigoid
	
	0 (0.00)
	
	1 (0.02)
	
	0 (0.00)
	
	1 (0.18)
	
	0 (0.00)
	
	0 (0.00)
	
	0 (0.00)






