Supplemental Figure 1: Change in median CD4 cell count in the intent-to-treat population since baseline (only study treatment emergent values reported, error bars indicate inter-quartile range).
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Supplemental Figure 2: Change in median haemoglobin levels in the safety population since baseline (only study treatment emergent values reported, error bars indicate inter-quartile range).
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Supplemental Figure 3: Change in median neutrophil cell count in the safety population since baseline (only study treatment emergent values reported, error bars indicate inter-quartile range).
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Supplemental Tables 1:  Pharmacokinetic parameters of fozivudine, zidovudine and glucuronidated zidovudine after the first dose of FZD (Week 0) and at steady-state (Week 4)

	 
	Arm A

FZD 600mg BID
	Arm B

FZD 800mg QD
	Arm C

FZD 1200mg QD
	Arm D

ZDV 300mg BID

	Parameters
	Week 0
	Week 4
	Week 0
	Week 4
	Week 0
	Week 4
	Week 0
	Week 4

	Fozivudine
	 
	 
	 
	 
	 
	 
	 
	 

	Tmax (h)
	7.8 (6.0 to 10.2)
	6.2 (4.1 to 9.2)
	6.6 (4.5 to 9.7)
	6.9 (4.7 to 10.2)
	6.3 (3.9 to 10.1)
	7.1 (5.2 to 9.5)
	-
	-

	Cmax (µg/mL)
	4.07 (2.25 to 7.39)
	6.63 (3.85 to 11.42)
	7.78 (4.26 to 14.22)
	11.13 (7.06 to 17.56)
	10.39 (7.18 to 15.04)
	11.41 (7.62 to 17.07)
	-
	-

	Ctrough ss (µg/mL)
	-
	3.42 (1.80 to 6.51)
	-
	1.31 (0.56 to 3.08)
	-
	1.69 (1.05 to 2.72)
	-
	-

	Cavg (µg/mL)
	1.96 (1.10 to 3.50)
	4.10 (2.39 to 7.03)
	3.09 (2.27 to 4.21)
	4.47 (2.76 to 7.24)
	4.11 (2.85 to 5.92)
	5.18 (3.73 to 7.18)
	-
	-

	CL/F (mL/min)
	424.3 (238.1 to 756.2)
	203.2 (118.5 to 348.4)
	180.0 (132.1 to 245.2)
	124.2 (76.8 to 201.1)
	202.8 (140.7 to 292.2)
	161.0 (116.1 to 223.3)
	-
	-

	t1/2β (h)
	5.4 (2.2 to 13.3)
	5.8 (3.8 to 8.9)
	5.6 (4.2 to 7.5)
	4.7 (4.1 to 5.4)
	7.2 (4.6 to 11.5)
	7.5 (5.1 to 11.0)
	-
	-

	Zidovudine
	 
	 
	 
	 
	 
	 
	 
	 

	Tmax (h)
	5.8 (3.6 to 9.3)
	5.8 (4.2 to 8.0)
	5.2 (2.6 to 10.4)
	4.4 (2.9 to 6.6)
	5.2 (3.3 to 8.4)
	5.5 (4.1 to 7.3)
	2.2 (1.3 to 3.9)
	1.5 (0.9 to 2.5)

	Cmax (ng/mL)
	169 (142 to 201)
	194 (75.9 to 497)
	177 (143 to 219)
	159 (103 to 247)
	232 (167 to 323)
	205 (105 to 401)
	1138 (300 to 4318)
	999 (576 to 1735)

	Cavg (ng/mL)
	81.5 (65.9 to 101)
	105 (46.4 to 236)
	69.7 (56.3 to 86.3)
	60.7 (48.5 to 76.0)
	88.5 (59.7 to 131)
	83.5 (51.2 to 136)
	307 (119 to 790)
	233 (169 to 322)

	CL/F (L/min)
	3.66 (2.96 to 4.54)
	2.86 (1.27 to 6.44)
	2.86 (2.31 to 3.54)
	3.28 (2.62 to 4.10)
	3.38 (2.28 to 5.00)
	3.58 (2.20 to 5.83)
	1.36 (0.53 to 3.49)
	1.79 (1.29 to 2.47)

	CLR (mL/min)
	64.1 (39.0 to 106)
	69.5 (17.5 to 276)
	65.7 (22.8 to 190)
	83.3 (31.5 to 220)
	34.8 (14.9 to 81.3)
	62.3 (17.2 to 225)
	120 (62.6 to 231)
	79.8 (25.5 to 250)

	t1/2β (h)
	5.9 (3.7 to 9.5)
	5.3 (3.2 to 8.9)
	4.9 (4.0 to 5.9)
	6.8 (5.3 to 8.6)
	6.7 (5.9 to 7.7)
	6.8 (4.6 to 10.1)
	1.6 (1.4 to 1.9)
	2.2 (1.6 to 2.9)

	Zidovudine glucuronid
	 
	 
	 
	 
	 
	 
	 
	 

	Tmax (h)
	7.4 (5.6 to 9.9)
	5.1 (2.2 to 12.1)
	5.6 (3.2 to 10.0)
	4.8 (3.5 to 6.6)
	6.6 (5.7 to 7.7)
	6.05 (4.2 to 8.6)
	2.7 (1.9 to 3.9)
	2.3 (0.9 to 6.0)

	Cmax (ng/mL)
	844 (661 to 1077)
	1307 (491 to 3478)
	831 (659 to 1049)
	1069 (762 to 1499)
	1349 (821 to 2214)
	1970 (1173 to 3046)
	5581 (3025 to 10296)
	8778 (4346 to 17731)

	Cavg (ng/mL)
	422 (378 to 472)
	770 (347 to 1709)
	332 (254 to 434)
	412 (306 to 553)
	559 (363 to 863)
	770 (462 to 1285)
	1470 (918 to 2354)
	2117 (1170 to 3830)

	CL/F (L/min)
	1.17 (1.05 to 1.31)
	0.64 (0.29 to 1.43)
	0.99 (0.76 to 1.30)
	0.80 (0.60 to 1.08)
	0.88 (0.57 to 1.36)
	0.64 (0.38 to 1.07)
	0.47 (0.29 to 0.75)
	0.33 (0.18 to 0.59)

	CLR (mL/min)
	146 (80.6 to 266)
	123 (40.6 to 369)
	149 (53.6 to 416)
	158 (49.9 to 503)
	130 (56.7 to 299)
	155 (41.7 to 574)
	287 (185 to 446)
	209 (63.4 to 690)

	t1/2β (h)
	4.2 (0.8 to 22.5)
	4.5 (3.4 to 6.1)
	4.5 (3.9 to 5.2)
	5.6 (4.2 to 7.4)
	5.8 (4.8 to 6.9)
	5.1 (3.4 to 7.6)
	1.9 (1.5 to 2.4)
	1.5 (1.2 to 1.8)


Data are geometric mean (95% CI)

Tmax: the time where the drug is observed at the maximum concentration in plasma

Cmax: the peak plasma concentration (measured at Tmax)

Cavg: the average concentration (AUC/τ: i.e. the area under the curve within the dose interval τ divided by τ)

Ctrough ss : the residual concentration measured at steady-state, just before a new administration, was calculated as the mean of concentrations at time point zero and τ of the kinetics week 4

CL/F: apparent total (oral) clearance

CLR: renal clearance


t1/2β: elimination half-life (terminal elimination rate constant calculated by log-linear regression)
