
	Supplemental Table 1 Intraperitoneal in vivo toxicity study

	Mouse #
	Compound
	Dose, mg/kg
	Days and Hours of Observations

	
	
	
	0
	1
	2
	3
	4
	5
	6
	7

	
	
	
	0
	30 sec
	30 min
	2 h
	4 h
	
	
	
	
	
	
	

	1
	IOI-214
	0.25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	2
	
	0.25
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	3
	
	0.5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	4
	
	0.5
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	5
	
	1
	0
	0
	Eh
	0
	0
	0
	0
	0
	0
	0
	0
	0

	6
	
	1
	0
	0
	Eh
	0
	0
	0
	0
	0
	0
	0
	0
	0

	7
	
	3
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	8
	
	3
	0
	0
	Eh
	0
	0
	0
	0
	0
	0
	0
	0
	0

	9
	
	5
	0
	0
	Eh
	0
	0
	0
	0
	0
	0
	0
	0
	0

	10
	
	5
	0
	0
	Eh
	0
	0
	0
	0
	0
	0
	0
	0
	0

	11
	Vehicle
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	12
	
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	Notes: 0 - good appearance; D - decreased activity; P - piloerection; Rr - rapid respiration; Rd - deep/heavy respiration; Eh - half-closed eyes; H - hunched posture.  


 Supplemental Table 1 IOI-214 is not toxic to mice in vivo. The in vivo toxicity study using IOI-214 was conducted by Bienta (Kiev, Ukraine) as a contract research service. All in vivo protocols were approved by Bienta’s Animal Care and Use Committee and in adherence with the European Convention for the Protection of Vertebrate Animals used for Experimental and other Scientific Purposes (1986). The goal of this study was to evaluate dose tolerability of the test compound, IOI-214, in mice following a single intraperitoneal (IP) administration. The study was performed in 11-week-old, female Balb/cAnN mice obtained from the Animal facility of Bienta. Body weights ranged from 14.8 g to 19.3 g on the first day of the study, average body weight was 16.4 g (SD = 0.96 g, CV = 5.9 %). Escalating single doses (0.25, 0.5, 1, 3 and 5 mg/kg) were performed in groups of 2 mice. Control animals were treated with the vehicle, DMSO-PBS (10%: 90%, v/v). The compound was dissolved in an appropriate amount of pure DMSO and then sterilized PBS was added to the final volume under sterile conditions. Only freshly prepared formulation was used for each dosing: each working formulation batch was prepared immediately prior to the administration. Animals were observed for mortality and clinical signs of gross toxicity at 30 sec, 30 min, 2 and 4 hours after compound administration and thereafter daily for a post-dosing period of 7 consecutive days. Body weights were measured daily.
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