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Switching from Combivir® to Truvada® in persons 
receiving EFV:

Maintains virological control

Preserves limb fat and leads to limb fat recovery
–  Earlier switch results in greater limb fat increase

Preserves bone mineral density

Preserves renal function
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Background
Dual nucleosides/tides remain the backbone of HAART regimens
Thymidine analogues (both d4T and AZT) have been associated with 
lipoatrophy and are not recommended as initial therapy1,2

Switching from a thymidine analogue to tenofovir in individuals with 
lipoatrophy is associated with an improvement in limb fat3 and maintenance of 
virological control3,4

The management of patients currently suppressed on AZT without lipoatrophy 
is not established

•
•

•

•

Figure 1.  Results from Studies of Limb Fat Change with Tenofovir-Based    
       Regimens
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DEXA Sub-study:
To assess whether therapy simplifi cation with Truvada® leads to improved fat 
recovery and fat sparing relative to AZT-based therapy
To assess whether there is a change in bone mineral density (BMD) in the 
lumbar spine and pelvic parameters with Truvada compared to AZT-based 
therapy

Total Study Group:
To assess the renal safety of Truvada compared to AZT- based therapy
To compare the immunological and virological outcomes for patients in the 
total study group

•

•

•
•

Objectives

Table 1.  Baseline Characteristicsa

Results Conclusions

References

The SWEET Study Group
Ireland: F Mulcahy, D Reidy (St. James’s, Dublin)
Northern Ireland: R Maw, S McKernan (Royal Victoria, Belfast), 
Scotland: C Leen, S Morris, L Ellis (Western General, Edinburgh), R Fox, L McLean (Glasgow Royal) 
North England: E Ong, J Wotherspoon (Newcastle General), M Kingston, C Kilkelly, S Mabey-Puttock 
(Manchester Royal Infi rmary), E Wilkins, E Stockwell, A Robertson (North Manchester General)
Midlands: D White, J Groves (Birmingham Heartlands), M Shahmanesh, L Brown, K Hood (Selly Oak, 
Birmingham), J Dhar, S Johnson (Leicester Royal Infi rmary), S Das, J Barnes (Coventry)
South West England: A de Burgh Thomas, M Bunting, L Jones (Gloucester Royal)
South East England: M Fisher, N Perry, T Maher, A Bray, S Pushpakaran-Vimala (Brighton & Sussex 
University), V Harindra, H Pay (St. Mary’s, Portsmouth) 
Greater London: J Ainsworth, A Waters (North Middlesex, London); J Anderson, L Morumba (Homerton 
University, London); G Brook, M Chikohora (Central Middlesex, London); P Hay, A Adebiyi, M Cockerill, M 
Ndoro (St. Georges, London); M Johnson, A Carroll, F Turner (Royal 
Free, London); M Kapembwa, D Graham (Northwick Park, London); N Larbalestier, I Jendrulek (St. 
Thomas’s, London); G Moyle, C Fletcher, J Osorio (Chelsea & Westminster, London); C Orkin, J Hand, C 
Desouza (Barts & Royal London); I Williams, D Aldam (University College London)

G Reilly, J Ewan, C Avila (Gilead Sciences Ltd, Cambridge)
C (Hui) Liu, R Ebrahimi, (Gilead Sciences Inc, CA, USA)

We wish to thank all the patients that participated in the study.

Figure 2.  SWEET Study Design
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•Undetectable viral load ( 50copies/ml)

•Adequate Baseline Renal (CrCl 60ml/min)  and Hepatic (AST / ALT 5 x ULN)  function. HBsAg negative

•No known resistance to TDF, FTC, AZT, 3TC or EFV

•*101 randomized, 100 patients treated

All Subjects DEXA Sub-Study
Truvada® Combivir® Truvada®  Combivir®

Number of subjects 117 117 46 54
Median age in yrs 
(IQR) 41 (36,48) 42 (36,49) 43 (37,47) 42 (36,50)

Race
    Black 36 (31%) 44 (38%) 9 (20%) 13 (24%)
    White 77 (66%) 68 (58%) 36 (78%) 39 (72%)
    Other 4 (3%) 5 (4%) 1 (2%) 2 (4%)
Gender
    Male 101 (86%) 96 (82%) 41 (89%) 47 (87%)
HIV RNA
    < 50 copies/ml 112 (96%) 109 (93%) 43 (93%) 51 (94%)
    < 400 copies/ml 115 (98%) 111 (95%) 44 (96%) 52 (96%)
Median CD4 count 
(c/mm3) (IQR)

413 
(313, 534)

393 
(300, 539)

439 
(320, 534)

413 
(322, 618)

Median BMI (kg/m2) 
(IQR)

23.8 
(21.7, 25.6)

24.5 
(22.3, 27.2)

24.1 
(21.8, 25.2)

24.7 
(22.4, 27.2)

Median Limb Fat 
(kg) (IQR)

4.90 
(3.41, 7.23)

4.82 
(3.95, 6.85)

Median years prior 
AZT (IQR)

2.9 
(2.2, 4.5)

3.4 
(1.9, 4.5)      

2.9 
(2.2, 4.3)

2.9 
(1.8, 4.5)

Prior D4T use 18 (15%) 8 (7%) 11 (24%) 2 (4%)
a.  Treated (TRT) analysis set

Figure 3.  Subject Disposition at Week 48

Figure 4.  Viral Suppressiona and CD4 Change at Week 48

Methods
48 week multicentre, prospective, open label, randomised (1:1) study
24 sites in UK and Ireland 
–  234 subjects enrolled and received at least one dose of study drug
All subjects in specifi c centres were given the option to participate in the 
DEXA sub-study at screening  
–  Subjects in this analysis had paired Baseline and Week 48 assessments
–  No requirement for clinical signs of lipoatrophy

•
•

•

Figure 5.  Median Total Limb Fat (kg) and Median Whole Body Fat (kg)a: 
        Week 48 Change from Baseline
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Figure 7.  Effect of Baseline Total Limb Fat on Change in Total Limb Fat 
       at Week 48a

Figure 8.  Renal Function - Median eGFR by Cockroft Gault & MDRD

Table 2.  Median (IQR) BMD (g/cm2)a

Pelvic
Baseline Wk 48 Change % Change

Truvada®

n=38
1.141 

(1.079, 1.258)
1.142 

(1.067, 1.267)

-0.008 
(-0.039, 0.015) 

(p = 0.14)

-0.617 
(-3.650, 1.447) 

(p=0.16)

Combivir®

n=36
1.159 

(1.111, 1.258)
1.187 

(1.098, 1.296)

-0.003 
(-0.027, 0.034) 

(p =0.63)

-0.232 
(-2.252, 3.023) 

(p=0.51)
P-values 
TVD vs CBV
At 48 Wks

0.19 0.16

a.  DEXA sub-study treated analysis set 

Lumbar
Baseline Wk 48 Change % Change

Truvada®

n=38
1.024

(0.956, 1.161)
1.064

 (0.940, 1.156)

-0.024 
(-0.052, 0.067)

(p = 0.96)

-2.172
(-4.402, 6.923)

(p=0.83)

Combivir®

n=36
1.085

(1.028, 1.191)
1.096

(1.005, 1.246)

-0.001
(-0.029, 0.081)

(p =0.45)

-0.073
(-2.343, 7.922)

(p=0.37)
P-values 
TVD vs CBV
At 48 Wks

0.36 0.32

Over the study period there were no signifi cant change in lumbar spine or 
pelvic BMD
Lumbar Spine BMD correlates with Hip BMD5

The lack of signifi cant lumbar spine BMD changes from baseline in the DEXA 
sub-study group suggests that patients did not have an increased relative risk 
of fracture due to study drugs at 48 weeks

•

•
•

Arribas JR, et al., IAS 2007; Poster #WEPEB029 Moyle G, et al. AIDS 2006; 20:2043-2050

Total discontinuations 12 (10%)
Discontinued due to Adverse events 3 (3%)

•Dizziness / Insomnia / Nausea
•Depression
•Sleep disorder

Total discontinuations 16 (14%)
Discontinued due to Adverse events     6 (5%)

•Angiosarcoma of L. Breast
•PE / pulmonary HT/ wt loss
•Syncope
•Worsening of lipoatrophy
•Depression (2)

Assigned to TRUVADA ®
(n=117)

Assigned to COMBIVIR ®
(n=117)

Subjects treated (n=234)

Subjects enrolled (n=250)

0
10
20
30
40
50
60
70
80
90

100

Baseline Week 4 Week 12 Week 24 Week 36 Week 48

Truvada
Combivir

Virological failureb: TVD 0/116 (0%), CBV 1/116 (<1%)

aIntention to Treat (ITT) analysis set

434
(329, 538)

Wk 48 
415 

(317, 534)

Baseline
Truvada® Combivir®

0.00333 (-33, 106)
(p <0.001)

449 
(317, 627)

393 
(303, 539)

-3 (-54, 59)
(p = 0.94)

ChangeWk 48Baseline
TVD vs CBV

p-valueChangeMedian (IQR)
CD4 count

(c/mm3)
434

(329, 538)

Wk 48 
415 

(317, 534)

Baseline
Truvada® Combivir®

0.00333 (-33, 106)
(p <0.001)

449 
(317, 627)

393 
(303, 539)

-3 (-54, 59)
(p = 0.94)

ChangeWk 48Baseline
TVD vs CBV

p-valueChangeMedian (IQR)
CD4 count

(c/mm3)

%

0
10
20
30
40
50
60
70
80
90

100

Baseline Week 4 Week 12 Week 24 Week 36 Week 48

Truvada
Combivir

% Patients with HIV RNA < 400 c/mL

time

86%

92%

TVD vs CBV
p = 0.20Truvada

Combivir

% Patients with HIV RNA < 400 c/mL

time

86%

92%

TVD vs CBV
p = 0.20

%

% Patients with HIV RNA < 50 c/mL

time

88%

85%

bVirological Failure = Subjects with 2 consecutive post-baseline value  400 copies/ml

TVD vs CBV
p = 0.70

Median Total Limb Fat  (IQR) through Week 
144 for Patients with Week 48 Data
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Figure 6.  Effect of Previous AZT Exposure on Total Limb Fata

Median Change in Limb Fat*

Median Baseline Limb Fat TDF 3.0 kg;  ABC
2.9 kg

*DEXA arm fat + total leg fat in grams
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No subject experienced a grade 3 or 4 renal abnormality in either arm
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