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	Clinical studies

	
	Study 1 [1]
	Study 2 [2]
	Study 3 [3]
	Study 4 
(unpublished data)
	Study 5 [4]

	Population
	Healthy subjects
	Healthy subjects
	Healthy subjects
	Healthy subjects
	Patients

	Number of subjects
	18
	12
	51
	12
	100

	Treatments
	Single 200 mg IV (day 1);
and single 200 mg PO (day 8) followed by multiple 200 mg PO bid (day 9-14)
	Single 400 mg PO
	Single 200 mg IV
	Single 200 mg IV (day 1); and single 200 mg PO (day 8)
	Loading doses of 6 mg/kg IV or 400 mg PO bid (day 1), followed by TDM based maintenance dose

	PK sampling time
	· Single IV on day 1
· pre-dose, 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24 h post-dose (total 12 points)
· Single PO on day 8
· pre-dose, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24 h post-dose (total 11 points)
· Multiple PO on day 9-14
· trough levels on day 12 and 13; and pre-dose, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24 h post-dose on day 14 (total 14 points)
	· Single PO on day 1
· pre-dose, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24 h post-dose (total 11 points)
	· Single IV on day 1
· pre-dose, 0.25, 0.5, 0.75, 1, 1.5, 2, 3, 4, 6, 8, 12, 24 h post-dose (total 13 points)
	· Single IV on day 1
· pre-dose, 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72 h post-dose (total 14 points)
· Single PO on day 8
· pre-dose, 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 24, 48, 72 h post-dose (total 14 points)
	· IV or PO after day 4
· trough levels 4 days after treatment initiation (total 249 points)

	IRB number
	H-0811-004-261
	H-1207-057-417
	H-1607-160-779
	H-0808-057-254

	NCT number
	NCT00942773
	NCT01080651
	NCT01657201
	NCT02906176
	NCT00890708


IV, intravenous; PO, oral; bid, twice daily; TDM, therapeutic drug monitoring
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