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Background

Long-term success with antiretroviral therapy requires maintenance of adherence
and avoidance of long term toxicities

Comparative data suggests FTC/TDF provides at least similar virological control to
AZT/3TC but with lower observed rates of haematological and metabolic adverse
events’

We sought to investigate if these benefits were observed when FTC/TDF was used
to replace AZT/3TC

Figure 1. SWEET Study Design
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SWEET = Simplification With Easier Emtricitabine and Tenofovir

a. Treated Analysis Set

Objectives

« Primary Objective:
— To determine if switching from AZT/3TC to FTC/TDF leads to changes in
absolute haemoglobin at 24 weeks
« Secondary Obijectives:
— To determine if switching from AZT/3TC to FTC/TDF leads to:
« An improvement in lipid profile or a delay in the time to lipid elevation
» Delays the time to treatment failure by improving virological efficacy,

WEEK 24 Change from Baseline
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BASELINE

Patient with Hb increase > 1 g/dL: 21 (20%)
Patient with Hb decrease > 1 g/dL: 3 (3%)

a. Treated Analysis Set
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Patient with Hb increase > 1 g/dL: 10 (10%)

BASELINE

Patient with Hb decrease > 1 g/dL: 4 (4%)

Table 3. Metabolic Parameters: Median (IQR) Baseline & Week 242

Results (cont’d)

Figure 2. Haemoglobin: Week 24 - Change from Baseline?

N (mmol/L) (mg/dL) N (mmol/L) (mgl/dL)
Total BL | 108 (4.752.,4(;18) (185,1 539) LR (4.5%,02.03) (17;:9233)
sholesterel | wi24 | 106 (4.259.,12.83) (1 6(13,9225) R0 (4.456.,054.81) (1 7;?225)
Calculated | °- | 107 (2.5%,23?.79) (981,21647) (oL (2.529.,9??.62) (1 oc1),1 ?40)
o Whk24 1100 (2.325.,83?.80) (911,11147) 98 (2.431',9;.60) (941, p 39)

DL BL 1 108 1 4 .013',311 61) (425?162) 1051 4 .113',310 56) (445,060)

Wk24 1 104 1 .017',219 53) (415,059) 10014 .017',218 55) (4,420)

1,60 142 132 17

Higlycerides BL 1108 | 4 .015, 2.56) (931,2227) 1051 4 .011 1 2.26) (891,4200)

Whk24 1 106 (0.84.,3316) (74, 1091) 10014 .04',55.20) (92, 1095)

durabi“ty and Safety a. Treated Analysis Set, Fasted
— To compare the immunological and virological outcomes for patients b. Metabolic Parameters: Median (IQR) Baseline & Week 24

Figure 3. Metabolic Parameters: Week 24 - Median Change from Baseline?

Methods
0.1 97 89 84 84 95 89 97 89 N
- Key inclusion criteria: =
— HIV+ subjects with viral loads < 50 c¢/mL on last 2 consecutive testings and E 0 : ; . .
< 400 copies/ml for 2 3 months ° HDL-c
— Subjects maintained on stable antiretroviral therapy consisting of EFV given % 0.1 . p* = 0.82
with AZT/3TC for at least 6 months § LDL-c
— Concomitant lipid lowering therapy permitted if stable for = 12 weeks prior to E 0.2 p* =045 +TVD vs GBV comparison
Baseline and remain stable throughout study = c p-value from Wilcoxon Rank Sum test
« Analysis Methods: 2 031 FTC/TDF Triglycerides e Analysis Set, Fasted
— Analysis of Hb at Wk 24 utilises last observation carried forward (LOCF) 5 AZTI3TC e o b < 0.001 from Wilcoxon Sign Rank test for
— Hb and all other tests are summarized for Treated Analysis Set (Subjects who § 047 o significant change from baseline
took at least one dose of study drug) 3 _ el erol
— Viral load (M=F) and CD4 are summarized for ITT analysis set (excluding any 0.5 oo

subjects in All Treated set who had BL viral load > 1,000 c/mL)
— LDL-c calculated Friedewald’s Formula:

LDL-c (when TG < 400 mg/dL) = Total Cholesterol — HDL-c — TG/5 Figure 4. Total Cholesterol: Week 24 - Change from Baseline®
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5.2 — <6.3 mmol/L
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< 5.2 mmol/L > 6.3 mmol/L
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Table 1. Baseline Characteristics® % 02 - o
(=
E -0.3 1 0.30
Number of subjects 117 117 g 047 o >
Age (yrs) - Mean (Range) 42 (20,69) 42 (24,72) g -0.5 1 h
Race = 0.6 1 FTC/TDF
Asian 3 (3%) 4 (3%) D 0.7 - AZTI3TC a. Treated Analysis Set, Fasted
Black 36 (31%) 44 (38%) g 0.8 - " National Cholestorol Education
White 77 (66%) 68 (58%) c -0.9 - Classifications |
Other 1 (< 1%) 1 (< 1%) S -
Sex § 1.1 - -1.04
Male 101 (86%) 96 (82%) :
Female 16 (14%) 21 (18%)
HIV RNA Table 4. Viral Suppression?
< 50 copies/ml 112 (96%) 109 (93%)
<400 copies/ml 115 (98%) 111 (95%) e
Mean Body Mass Index (kg/m?) 24 25 HIV-1 RNA at Week 24 lueh
Years on AZT — Median (q1, q3) 2.9 (2.2, 4.5) 3.4 (1.9, 4.5) : p-vatue
) < 50 copies/mL 108 (93%) 102 (88%) 0.26
a. Treated Analysis Set > 50 copies/mL 0 (0%) 3 (3%)
Early discontinuation 6 (5%) 10 (9%)
Table 2. Selected Haematological Parameters: Missing 2 (2%) 1(<1%)
Week 24 - Change from Baseline® Bv Week 24
y Wee
] Wk 24 — Change VS Treatment Failure® 7/116 (6%) 16/116 (14%) 0.077
Baseline e Virologic Failure® 0/115 (0%) 41112 (4%) 0.058
p-value a. ITT Analysis Set
a 0.46 0.10 b. Fisher’s Exact test
Hb (g/dL) - Mean LOCF=* 144 14.0 < 0.001 =0.19 < 0.001 c. Treatment Failure: 2 consecutive values = 50 copies/ml OR an early discontinuation within 24 weeks OR last
(P )| (P )
- observed post-baseline value = 50 copies/ml followed by lost to follow-up
. 19 0
MCV (fL) - Median® 112 110 (p < 0.001)| (p = 0.49) < 0.001 d. Virologic Failure: 2 consecutive values 2 50 copies/ml
WBC (x10°%L) - Median® 4.66 4.43 (0 <062301) D 2'8613) 0.17 ]
13 0 Conclusions
Platelet Count (x10°/L) - Median® 260 250 (p < 0.001)| (p=0.95) 0.012
CD4 (cells/uL) - Median® 415 393 (0_21) (02218) 0.20

e Switching from AZT/3TC to FTC/TDF in persons

a. LOCF: Last Observation Carried Forward; paired t-test for within group and two sample t-test for between group receiving EFV-

comparison are used. Only one subject had a history of Erythropoietin (for anemia due to chronic iliness) more
than 10 month prior to screening for the study.
b. Treated Analysis Set
c. ITT Analysis Set
Note: P-values are from Wilcoxon signed rank test for within group (change from baseline) and Wilcoxon Rank Sum —_—
test for between groups

— Improves haemoglobin levels
Improves key lipid parameters
— Maintains virological control
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