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1. PICO question 
 

 What ARV regimen  to start (once-daily NNRTI regimens) 

P Adults (including pregnant women), adolescents and children living with HIV >3 years 

I ART initiation with TDF + 3TC/FTC + EFV 

C ART initiation with other NNRTI-based regimens or any PI-based regimens or any triple NRTI 

regimen 

O Mortality, morbidity, severe adverse effects, viral response, CD4 response adherence, retention, 

switching rate, tolerability, TB incidence (include specific review and update of safety of EFV 

among pregnant and reproductive-age women, including review and addition to the June 2012 

WHO EFV pregnancy safety update) 
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2. Search strategy 
 

Search Query 

#4 Search ((#1) AND #2) AND #3 

#3 Search "TDF+3TC/FTC+EFV"[tiab] OR "TDF + FTC + EFV"[tiab] OR 

"TDF+FTC+EFV"[tiab] OR "TDF + 3TC + EFV"[tiab] OR "TDF+3TC+EFV"[tiab] OR 

(tenofovir[tiab] AND (lamivudine[tiab] OR emtricitabine[tiab]) AND efavirenz[tiab]) OR 

(TDF[tiab] AND (3TC[tiab] OR FTC[tiab]) AND EFV[tiab]) OR (TDF[tiab] AND FTC[tiab]) 

OR truvada[tiab] OR atripla[tiab] OR (epivir[tiab] AND emtriva[tiab] AND viread[tiab]) 

#2 Search "HIV Infections"[MeSH] OR HIV[MeSH] OR HIV[tiab] OR hiv-1*[tiab] OR hiv-

2*[tiab] OR hiv1[tiab] OR hiv2[tiab] OR HIV infect*[tiab] OR human immunodeficiency 

virus[tiab] OR human immunedeficiency virus[tiab] OR human immuno-deficiency virus[tiab] 

OR human immunedeficiency virus[tiab] OR ((human immun*) AND (deficiency virus[tiab])) 

OR acquired immunodeficiency syndrome[tiab] OR acquired immunedeficiency syndrome[tiab] 

OR acquired immuno-deficiency syndrome[tiab] OR acquired immune-deficiency 

syndrome[tiab] OR ((acquired immun*) AND (deficiency syndrome[tiab])) 

#1 Search randomized controlled trial [pt] OR controlled clinical trial [pt] OR randomized 

controlled trials [MeSH] OR random allocation [MeSH] OR double-blind method [MeSH] OR 

single-blind method [MeSH] OR clinical trial [pt] OR clinical trials [MeSH] OR ("clinical trial" 

[tiab]) OR ((singl* [tiab] OR doubl* [tiab] OR trebl* [tiab] OR tripl* [tiab]) AND (mask* [tiab] 

OR blind* [tiab])) OR (placebos [MeSH] OR placebo* [tiab] OR random* [tiab] OR research 

design [mh:noexp] OR follow-up studies [MeSH] OR prospective studies [MeSH] OR 

control*[tiab] OR prospectiv* [tiab]) OR non-randomi*[tiab] OR before after study[tiab] OR 

time series[tiab] OR case control[tiab] OR prospective cohort[tiab] OR cohort*[tiab] OR cross-

section*[tiab] OR prospective[tiab] OR retrospective[tiab] OR research design[mh:noexp] OR 

follow-up studies[MeSH] OR prospective studies[MeSH] OR control*[tiab] OR 

prospectiv*[tiab]) NOT (animals [MeSH] NOT human [MeSH]) 

 

3. Flow diagram of screening process 
 

 

 

 

 

 

 

 

 

 

638 records identified through 

database searching 

381 records screened 

19 full-text articles assessed 

for eligibility 

12 studies included in review 

257 duplicates removed 

369 total records excluded 



WHO/HIV/2013.29      © World Health Organization 2013 

This work was commissioned by the World Health Organization and carried out by The University of California, San 

Francisco (UCSF), Cochrane Review Group on HIV/AIDS 

3 

 

4. Evidence summaries 
 

4.1. Six regimen-level comparisons 

4.1.1. TDF/FTC/EFV versus ZDV/3TC/EFV (randomized controlled trials) 
 

Outcome: mortality (96 weeks) 
In one trial (Pozniak 2006) with 96 weeks of follow-up, mortality did not differ significantly (RR 1.00, 

95% CI: 0.14–7.07) between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

Outcome: mortality (median 184 weeks) 

In one trial (Campbell 2012) with a median of 184 weeks of follow-up, mortality did not differ 

significantly (RR 0.89, 95% CI: 0.47–1.66) between participants taking TDF/FTC/EFV versus 

ZDV/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: disease progression (median 184 weeks) 

In one trial (Campbell 2012) with a median of 184 weeks of follow-up, disease progression did not differ 

significantly (RR 0.66, 95% CI: 0.30, 1.45) between participants taking TDF/FTC/EFV versus 

ZDV/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: Serious Adverse Events (median 184 weeks) 

In one trial (Campbell 2012) with a median of 184 weeks of follow-up, serious adverse events did not 

differ significantly (RR 0.99, 95% CI: 0.79–1.25) between participants taking TDF/FTC/EFV versus 

ZDV/3TC/EFV. The quality of evidence was high and was not downgraded. 

Outcome: viral response (<50 copies/ml at 48 weeks) 
In one trial (Avihingsanon 2012) with 48 weeks of follow-up, viral response did not differ significantly 

(RR 1.21, 95% CI: 0.81–1.83 between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The 

quality of evidence was moderate and was downgraded due to small sample size and few events. 

Outcome: viral response (<50 copies/ml at 144 and 183 weeks) 
In two trials (Arribas 2008, Campbell 2012) with 144 and a median of 183 weeks of follow-up, viral 

response did not differ significantly (RR 1.01, 95% CI: 0.67–1.52) between participants taking 

TDF/FTC/EFV versus ZDV/3TC/EFV. The quality of evidence was high and was not downgraded. 

Outcome: immune response (<50 copies/ml at 48 weeks) 

In one trial (Avihingsanon 2012) with 48 weeks of follow-up, immune response did not differ 

significantly (difference 72.00, 95% CI: –79.82, 223.82) between participants taking TDF/FTC/EFV 

versus ZDV/3TC/EFV. The quality of evidence was moderate and was downgraded due to small sample 

size. 

 

Outcome: immune response (<50 copies/ml at 144 and 183 weeks) 

In two trials (Arribas 2008, Campbell 2012) with 144 and a median of 183 weeks of follow-up, viral 

response did not differ significantly (difference 17.05, 95% CI: –27.99, 62.09) between participants 

taking TDF/FTC/EFV versus ZDV/3TC/EFV. The quality of evidence was high and was not downgraded. 
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Outcome: retention on treatment (96 weeks) 
In one trial (Pozniak 2006) with 96 weeks of follow-up, retention on treatment did not differ significantly 

(RR 1.01, 95% CI: 0.95–1.07) between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The 

quality of evidence was high and was not downgraded. 

Outcome: retention on treatment (median 184 weeks) 

In one trial (Campbell 2012) with a median of 184 weeks of follow-up, retention on treatment did not 

differ significantly (RR 1.04, 95% CI: 0.99–1.10) between participants taking TDF/FTC/EFV versus 

ZDV/3TC/EFV. The quality of evidence was high and was not downgraded. 

Outcome: switching (96 weeks) 
In one trial (Pozniak 2006) with 96 weeks of follow-up, switching did not differ significantly (RR 1.00, 

95% CI: 0.14–7.01) between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

 

4.1.2. TDF/FTC/EFV versus d4T/3TC/EFV (randomized controlled trials) 
 

Outcome: mortality (144 weeks) 

In one trial (Gallant 2004) with 144 weeks of follow-up, mortality did not differ significantly (RR 0.34, 

95% CI: 0.04–3.23) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

 

Outcome: serious adverse events (144 weeks) 

In one trial (Gallant 2004) with 144 weeks of follow-up, serious adverse events did not differ significantly 

(RR 1.07, 95% CI: 0.82–1.40) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The 

quality of evidence was moderate and was downgraded due to few events. 

Outcome: viral response (<50 copies/ml at 144 weeks) 
In one trial (Gallant 2004) with 144 weeks of follow-up, viral response did not differ significantly (RR 

1.09, 95% CI: 0.97–1.23) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality 

of evidence was high and was not downgraded. 

Outcome: immune response (144 weeks) 
In one trial (Gallant 2004) with 144 weeks of follow-up, immune response did not differ significantly 

(difference –20.00, 95% CI: –43.97, 3.97) between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: retention on treatment (144 weeks) 

In one trial (Gallant 2004) with 144 weeks of follow-up, retention on treatment did not differ significantly 

(RR 1.08, 95% CI: 0.97–1.20) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The 

quality of evidence was high and was not downgraded. 

 

Outcome: retention on treatment (144 weeks) 

In one trial (Gallant 2004) with 144 weeks of follow-up, switching did not differ significantly (RR 7.09, 

95% CI: 0.37–136.74) and more common between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 
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4.1.3. TDF/FTC/EFV versus TDF/FTC/ATV/r (randomized controlled trials) 
 

Outcome: mortality (48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, mortality did not differ significantly (RR 0.21, 95% 

CI: 0.01–4.42) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality of evidence 

was moderate and was downgraded due to few events. 

Outcome: mortality (median 138 weeks) 
In one trial (Daar 2011) with a median 138 weeks of follow-up, mortality did not differ significantly (RR 

1.00, 95% CI: 0.32–3.07) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality 

of evidence was moderate and was downgraded due to few events. 

Outcome: serious adverse events (48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, serious adverse events did not differ significantly 

(RR 1.07, 95% CI: 0.55–2.09) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The 

quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: serious adverse events (median 138 weeks) 

In one trial (Daar 2011) with median 138 weeks of follow-up, serious adverse events did not differ 

significantly (RR 0.96, 95% CI: 0.79–1.16) between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: viral response (<50 copies/ml at 48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, viral response did not differ significantly (RR 0.97, 

95% CI: 0.87–1.08) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

 

Outcome: immune response (48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, immune response did not differ significantly 

(difference –5.00, 95% CI: –44.49, 34.49) between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: immune response (96 weeks) 

In one trial (Daar 2011) with 96 weeks of follow-up, immune response did not differ significantly 

(difference –31.00, 95% CI: –50.29, –11.71) between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: adherence (100% at 48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, adherence did not differ significantly (RR 1.02, 95% 

CI: 0.96–1.09) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The quality of evidence 

was high and was not downgraded. 

 

Outcome: retention on treatment (48 weeks) 

In one trial (Puls 2010) with 48 weeks of follow-up, retention on treatment did not differ significantly 

(RR 0.99, 95% CI: 0.95–1.04) between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. The 

quality of evidence was high and was not downgraded. 
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Outcome: response on treatment (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, response on treatment did not differ 

significantly (RR 1.01, 95% CI: 0.93–1.09) between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: switching (48 weeks) 
In one trial (Puls 2010) with 48 weeks of follow-up, switching did not differ significantly (RR 2.79, 95% 

CI: 0.12–67.83) and was more common between participants taking TDF/FTC/EFV versus d4T/3TC/EFV. 

The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: switching (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, switching did not differ significantly (RR 

1.28, 95% CI: 0.82–1.98) and was more common between participants taking TDF/FTC/EFV versus 

d4T/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 

4.1.4. TDF/FTC/3TC versus ABC/3TC/EFV (randomized controlled trials) 
 

Outcome: mortality (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, mortality did not differ significantly (RR 

0.55, 95% CI: 0.20–1.47) between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. The quality 

of evidence was moderate and was downgraded due to few events. 

Outcome: disease progression (48 weeks) 

In two trials (Post 2010, Sax 2009) with 48 weeks of follow-up, mortality did not differ significantly (RR 

0.55, 95% CI: 0.20–1.47) between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. The quality 

of evidence was high and was not downgraded. 

Outcome: serious adverse events (48 weeks) 
In one trial (Post 2010) with 48 weeks of follow-up, serious adverse events were significantly different 

(RR 0.67, 95% CI: 0.47–0.96) and less common between participants taking TDF/FTC/EFV versus 

ABC/3TC/EFV. The quality of evidence was moderate and was downgraded due to few events. 

Outcome: serious adverse events (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, serious adverse events did not differ 

significantly (RR 0.79, 95% CI: 0.66–0.94) between participants taking TDF/FTC/EFV versus 

ABC/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: viral response (48 weeks) 

In one trial (Post 2010) with 48 weeks of follow-up, viral response differed significantly (RR 1.19, 95% 

CI: 1.02–1.38) and was higher between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. The 

quality of evidence was high and was not downgraded. 

Outcome: immune response (48 weeks) 
In one trial (Post 2010) with 48 weeks of follow-up, immune response did not differ significantly 

(difference –20.00, 95% CI: –49.70, 9.70) between participants taking TDF/FTC/EFV versus 

ABC/3TC/EFV. The quality of evidence was high and was not downgraded. 
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Outcome: response on treatment (48 weeks) 
In one trial (Post 2010) with 48 weeks of follow-up, response on treatment differed significantly (RR 1.14, 

95% CI: 1.01–1.30) and was higher between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. 

The quality of evidence was high and was not downgraded. 

Outcome: response on treatment (median 138 weeks) 

In one trial (Daar 2011) with median 138 weeks of follow-up, response on treatment did not differ 

significantly (RR 1.06, 95% CI: 0.98–1.15) between participants taking TDF/FTC/EFV versus 

ABC/3TC/EFV. The quality of evidence was high and was not downgraded. 

 

Outcome: switching (median 138 weeks) 

In one trial (Daar 2011) with median 138 weeks of follow-up, switching did not differ significantly (RR 

0.70, 95% CI: 0.48–1.02) between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. The quality 

of evidence was moderate and was downgraded due to few events. 

 

4.1.5. TDF/FTC/EFV versus TDF/FTC/rilpivirine (randomized controlled trials) 
 

Outcome: mortality (48 weeks) 
In one trial (Molina 2010) with 48 weeks of follow-up, mortality did not differ significantly (RR 2.98, 

95% CI: 0.12–72.97) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. The quality 

of evidence was moderate and was downgraded due to few events. 

 

Outcome: serious adverse events (48 weeks) 
In one trial (Molina 2010) with 48 weeks of follow-up, serious adverse events did not differ significantly 

(RR 1.34, 95% CI: 0.80–2.25) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. 

The quality of evidence was moderate and was downgraded due to few events. 

Outcome: viral response (<50 copies/ml at 48 weeks) 

In one trial (Molina 2010) with 48 weeks of follow-up, viral response did not differ significantly (RR 0.99, 

95% CI: 0.92–1.06) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. The quality 

of evidence was high and was not downgraded. 

 

Outcome: immune response (48 weeks) 

In one trial (Molina 2010) with 48 weeks of follow-up, immune response did not differ significantly 

(difference –14.00, 95% CI: –36.32, 8.32) between participants taking TDF/FTC/EFV versus 

TDF/FTC/rilpivirine. The quality of evidence was high and was not downgraded. 

 

Outcome: adherence (95% at 48 weeks) 

In one trial (Molina 2010) with 48 weeks of follow-up, immune response did not differ significantly (RR 

0.96, 95% CI: 0.87–1.07) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. The 

quality of evidence was high and was not downgraded. 

 

Outcome: retention on treatment (48 weeks) 

In one trial (Molina 2010) with 48 weeks of follow-up, response on treatment did not differ significantly 

(RR 0.97, 95% CI: 0.91–1.03) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. 

The quality of evidence was high and was not downgraded. 
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Outcome: switching (48 weeks) 
In one trial (Molina 2010) with 48 weeks of follow-up, response on treatment did not differ significantly 

(RR 2.98, 95% CI: 0.12–72.97) between participants taking TDF/FTC/EFV versus TDF/FTC/rilpivirine. 

The quality of evidence was moderate and was downgraded due to few events. 

 

4.1.6. TDF/FTC/EFV versus TDF/ddI/EFV (randomized controlled trials) 
 

Outcome: viral response (<50 copies/ml at 28 weeks) 

In one trial (Torti 2005) with 28 weeks of follow-up, viral response differed significantly (RR 1.76, 95% 

CI: 1.03–3.01) and was higher between participants taking TDF/FTC/EFV versus TDF/ddI/EFV. The 

quality of evidence was moderate and was downgraded due to few events and small sample size. 

Outcome: immune response (<50 copies/ml at 28 weeks) 
In one trial (Torti 2005) with 28 weeks of follow-up, immune response did not differ significantly 

(difference 70.00, 95% CI: –58.46, 198.46) between participants taking TDF/FTC/EFV versus 

TDF/ddI/EFV. The quality of evidence was moderate and was downgraded due to few events and small 

sample size.
 

 

Outcome: adherence (100% at 28 weeks) 

In one trial (Torti 2005) with 28 weeks of follow-up, adherence did not differ significantly (RR 1.00, 95% 

CI: 0.84–1.19) between participants taking TDF/FTC/EFV versus TDF/ddI/EFV. The quality of evidence 

was moderate and was downgraded due to few events and small sample size.
 

 

Outcome: retention on treatment (28 weeks) 

In one trial (Torti 2005) with 28 weeks of follow-up, retention on treatment did not differ significantly 

(RR 1.00, 95% CI: 0.84–1.19) between participants taking TDF/FTC/EFV versus TDF/ddI/EFV. The 

quality of evidence was moderate and was downgraded due to few events and small sample size. 

 

Outcome: switching (28 weeks) 

In one trial (Torti 2005) with 28 weeks of follow-up, switching did not differ significantly (RR 0.36, 95% 

CI: 0.02–8.03) between participants taking TDF/FTC/EFV versus TDF/ddI/EFV. The quality of evidence 

was moderate and was downgraded due to few events and small sample size. 

4.2. Two macro-level comparisons 

4.2.1. TDF/XTC/EFV versus two NNRTIs/EFV (randomized controlled trials) 
 

Outcome: mortality (96 weeks) 

In one trial (Pozniak 2006) with 96 weeks of follow-up, mortality did not differ significantly (RR 1.00, 

95% CI: 0.14–7.07) between participants taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

 

Outcome: mortality (138 – median 184 weeks) 
In three trials (Campbell 2012, Daar 2011, Gallant 2004) with 138 – median 184 weeks of follow-up, 

mortality did not differ significantly (RR 0.74, 95% CI 0.44–1.24) between participants taking 

TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was moderate and was downgraded 

due to few events. 
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Outcome: disease progression (48 weeks) 
In two trials (Post 2010, Sax 2009) with 48 weeks of follow-up, disease progression did not differ 

significantly (RR 0.82, 95% CI: 0.37–1.81) between participants taking TDF/FTC/EFV versus two 

NNRTIs/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: disease progression (median 184 weeks) 
In one trial (Campbell 2012) with median 184 weeks of follow-up, disease progression did not differ 

significantly (RR 0.66, 95% CI: 0.30–1.45) between participants taking TDF/FTC/EFV versus two 

NNRTIs/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: severe adverse events (48 weeks) 
In one trial (Post 2010) with 48 weeks of follow-up, disease progression differed significantly (RR 0.67, 

95% CI: 0.47–0.96) and was less common between participants taking TDF/FTC/EFV versus two 

NNRTIs/EFV. The quality of evidence was moderate and was downgraded due to few events. 

 

Outcome: severe adverse events (138 – median 184 weeks) 

In three trials (Campbell 2012, Daar 2011, Gallant 2004) with 138 – median 184 weeks of follow-up, 

severe adverse events did not differ significantly (RR 0.92, 95% CI: 0.76–1.12) between participants 

taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was high and was not 

downgraded. 

Outcome: viral response (<50 copies/ml at 28 and 48 weeks) 
In three trials (Avihingsanon 2012, Post 2010, Torti 2005) with 28 and 48 weeks of follow-up, viral 

response differed significantly (RR 1.22, 95% CI: 1.07–1.40) and was better between participants taking 

TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was moderate and was downgraded 

due to few events. 

Outcome: viral response (<400 copies/ml at 134 – median 184 weeks) 

In three trials (Arribas 2008, Campbell 2012, Gallant 2004) with 134 – median 184 weeks of follow-up, 

viral response did not differ significantly (RR 1.03, 95% CI: 0.78–1.36) between participants taking 

TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was high and was not downgraded. 

Outcome: immune response (28 and 48 weeks) 
In three trials (Avihingsanon 2012, Post 2010, Torti 2005) with 28 and 48 weeks of follow-up, immune 

response did not differ significantly (difference 10.20, 95% CI: –53.71, 74.10) between participants 

taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was moderate and was 

downgraded due to few events. 

 

Outcome: immune response (134 – median 184 weeks) 

In three trials (Arribas 2008, Campbell 2012, Gallant 2004) with 134 – median 184 weeks of follow-up, 

immune response did not differ significantly (difference –4.28, 95% CI: –31.96, 23.39) between 

participants taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was high and was 

not downgraded. 

 

Outcome: adherence (100% at 28 weeks) 
In one trial (Torti 2005) with 28 weeks of follow-up, adherence did not differ significantly (RR 1.00, 95% 

CI: 0.84–1.19) between participants taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 
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Outcome: response on treatment (48 weeks) 
In one trial (Post 2010) with 48 weeks of follow-up, response on treatment differed significantly (RR 1.14, 

95% CI: 1.01–1.30) and was higher between participants taking TDF/FTC/EFV versus ABC/3TC/EFV. 

The quality of evidence was high and was not downgraded. 

Outcome: retention on treatment (96 weeks) 

In one trial (Pozniak 2006) with 96 weeks of follow-up, retention on treatment did not differ significantly 

(RR 1.01, 95% CI: 0.95–1.07) between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The 

quality of evidence was high and was not downgraded. 

Outcome: retention on treatment (134 – median 184 weeks) 
In four trials (Campbell 2012, Daar 2011, Gallant 2004, Torti 2005) with 134 – median 184 weeks of 

follow-up, retention on treatment differed significantly (RR 1.05, 95% CI: 1.01–1.10) and was slightly 

higher between participants taking TDF/FTC/EFV versus two NNRTIs/EFV. The quality of evidence was 

high and was not downgraded. 

Outcome: switching (28 weeks) 

In one trial (Torti 2005) with 28 weeks of follow-up, switching did not differ significantly (RR 0.36, 95% 

CI: 0.02–8.03) between participants taking TDF/FTC/EFV versus TDF/ddI/EFV. The quality of evidence 

was moderate and was downgraded due to few events. 

Outcome: switching (96 weeks) 
In one trial (Pozniak 2006) with 96 weeks of follow-up, switching did not differ significantly (RR 1.00, 

95% CI: 0.14–7.01) between participants taking TDF/FTC/EFV versus ZDV/3TC/EFV. The quality of 

evidence was moderate and was downgraded due to few events. 

 

Outcome: switching (134 – median 184 weeks) 
In two trials (Daar 2011, Gallant 2004) with 134 – median 184 weeks of follow-up, switching did not 

differ significantly (RR 1.38, 95% CI: 0.17–11.10) between participants taking TDF/FTC/EFV versus 

two NNRTIs/EFV. The quality of evidence was moderate and was downgraded due to few events. 

4.2.2. TDF/XTC/EFV versus TDF/XTC/PI/r (randomized controlled trials) 
 

Outcome: mortality (48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, mortality did not differ significantly 

(RR 0.76, 95% CI: 0.06–10.02) between participants taking TDF/XTC/EFV versus TDF/XTC/PI/r. The 

quality of evidence was moderate and was downgraded due to few events. 

Outcome: mortality (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, mortality did not differ significantly (RR 

1.00, 95% CI: 0.32–3.07) between participants taking TDF/XTC/EFV versus TDF/XTC/PI/r. The quality 

of evidence was moderate and was downgraded due to few events. 

Outcome: serious adverse events (48 weeks) 

In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, serious adverse events did not differ 

significantly (RR 1.23, 95% CI: 0.82–1.86) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was moderate and was downgraded due to few events. 
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Outcome: serious adverse events (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, serious adverse events did not differ 

significantly (RR 0.96, 95% CI: 0.79–1.16) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was high and was not downgraded. 

 

Outcome: viral response (48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, viral response did not differ 

significantly (RR 0.98, 95% CI: 0.93–1.04) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was high and was not downgraded. 

 

Outcome: immune response (48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, immune response did not differ 

significantly (difference –11.82, 95% CI: –31.25, 7.61) between participants taking TDF/XTC/EFV 

versus TDF/XTC/PI/r. 

 

Outcome: immune response (96 weeks) 
In one trial (Daar 2011) with median 96 weeks of follow-up, immune response did not differ significantly 

(difference –31.00, 95% CI: –50.29, –11.71) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was moderate and was downgraded due to few events. 

Outcome: adherence (95–100% at 48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, adherence did not differ significantly 

(RR 1.00, 95% CI: 0.93–1.08) between participants taking TDF/XTC/EFV versus TDF/XTC/PI/r. The 

quality of evidence was high and was not downgraded. 

 

Outcome: retention on treatment (48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, immune response did not differ 

significantly (RR 0.98, 95% CI: 0.95–1.02) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was high and was not downgraded. 

 

Outcome: retention on treatment (median 138 weeks) 
In one trial (Daar 2011) with median 138 weeks of follow-up, retention on treatment did not differ 

significantly (RR 1.01, 95% CI: 0.93–1.09) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was moderate and was downgraded due to few events. 

Outcome: switching (48 weeks) 
In two trials (Molina 2010, Puls 2010) with 48 weeks of follow-up, switching did not differ significantly 

(RR 2.89, 95% CI: 0.30–27.61) between participants taking TDF/XTC/EFV versus TDF/XTC/PI/r. The 

quality of evidence was moderate and was downgraded due to few events. 

Outcome: switching (median 138 weeks) 

In one trial (Daar 2011) with median 138 weeks of follow-up, retention on treatment did not differ 

significantly (RR 1.28, 95% CI: 0.82–1.98) between participants taking TDF/XTC/EFV versus 

TDF/XTC/PI/r. The quality of evidence was moderate and was downgraded due to few events. 
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5. Quality of evidence 
 

• For TDF/XTC/EFV versus two NNRTIs/EFV, the quality of evidence ranged from high to 

moderate, downgraded based for few events. 

 

• For TDF/XTC/EFV versus TDF/XTC/PI/r, the quality of evidence ranged from high to moderate, 

downgraded based for few events. 
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