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2016 WHO ART Guidelines
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DTG=dolutegravir
*ARV regimens as fixed-dose combinations is the preferred approach because of clinical, operational, and programmatic benefits
†Countries should discontinue d4T use in first-line regimens because of its well-recognized metabolic toxicities
ǂXTC = 3TC or FTC
§These alternative regimens are expected to be available only in 2017. Safety data PLHIV with TB co-infection and in HIV+ pregnant 
women still pending
Courtesy of M Vitoria: WHO Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection 
Recommendations for a public health approach - Second edition. June 2016. Available at: http://www.who.int/hiv/pub/arv/arv-2016/en/ 

What to use in first-line therapy 
in adults

ARV regimen*,†

Preferred option TDF + XTCǂ+ EFV600

Alternative options

AZT + 3TC + EFV600 
AZT + 3TC + NVP
TDF + XTCǂ + NVP
TDF + XTCǂ + DTG§

TDF + XTCǂ + EFV400
§
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http://www.who.int/hiv/pub/arv/arv-2016/en/


• The international programme is doing well 
(from a drug choice perspective)! We need a 
lot of evidence to start tinkering with it

• Dolutegravir – potential game changer re 
resistance (and replace efavirenz)

• Tenofovir alafanemide (TAF)- lower dose, less 
toxic version of currently used tenofovir (TDF)





Six-week and final mother-to-child 
transmission rates, by country, 2015

Source: UNAIDS 2016 estimates
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~4 YEAR LAG BETWEEN SCALE UP OF ART 
AND DECLINE IN MTB INCIDENCE

Figure 1: Incidence of microbiologically-confirmed pulmonary tuberculosis (per 100,000 population) 
and antiretroviral treatment coverage rates in HIV-infected individuals nationally in South Africa 

nationally and provincially from 2004 to 2012
The solid black line represents the estimated trend in PTB incidence per 100,000 population over the study period and the dotted black line the 
corresponding 95% confidence interval.  The overlaid dotted grey line is the ART coverage per 1000 HIV positive individuals based on data from the 
ASSA 2008 model.

Nanoo A, Izu A, Ismail, NA, Ihekweazu C, Abubakar I, Mametja D, Madhi SAM. 2015. Nationwide and regional decline in incidence of microbiologically-confirmed pulmonary 
tuberculosis in South Africa: a time series analysis from 2004 to 2012. The Lancet Infectious Diseases, In press





Do we have a resistance problem?



XTCTDF EFV

XTC, other nukes

XTC PI(lopinavir or atazanavir)AZT

Darunavir Raltegravir Etravirine



Efavirenz

• Daily, cheap, co-formulated, huge experience base, 
TB (and most everything else)-friendly

• EFV side effects predictable, treatable, substitutions 
easy

• Increasing recognition of CNS side effects 
• Rash, hepatitis, gynaecomastia, lipids
• 2016: serious and fatal rare CNS side effects, hepatic 

events



Depression

• Efavirenz (6%)
    2x higher risk for suicidality

• Rilpivirine (8%)
• Elvitegravir/COBI (5%)
• Raltegravir (6%)
• Atazanavir/r (2%)

Cohen et al., Lancet 2011; Molina et al, Lancet 2011; Elion et al., JAIDS 2013; Mollan et al, Ann Intern Med, 2014

EFV

EFV-free

Meta-analysis
n=5332, 4 RCT

Lack of association between use of efavirenz and death from suicide: evidence from the D:A:D study 
#O315 Wednesday 5 November

C. Smith; L. Ryom; A. d’Arminio Monforte; P. Reiss; A. Mocroft; W. El-Sadr; R. Weber; M. Law; C. Sabin; J. 
Lundgren.  

‘Only’ trend for completed/attempted 
suicide (17 events occured)

For composite endpoint 



XTCTDF DTG

XTC, other nukes

3TC PI(lopinavir or atazanavir)AZT

Darunavir Raltegravir Etravirine



DTG near unbreakable….

• And cheaper than EFV is many countries!
• Very well tolerated 





XTCTAF DTG

XTC, other nukes

XTC PI(lopinavir or atazanavir)AZT

Darunavir Raltegravir Etravirine



TAF

• Safer (laboratory)
• Cheaper than TDF



But

• TAF and DTG are made by commercial 
competitors

• Need data before moving millions of people 
over











What is the cost if we switch to 
DTG/TAF?

• Millions of patients will need to be switched (assuming 
stable patients on EFV will move, seems likely) – huge 
undertaking – and the manufacturing changes will likely be slightly chaotic

• Moving from EFV to DTG unlikely to be a big deal (?VL) ; 
reverse a problem

• TAF to TDF not an issue
• ?harmonisation between and within different countries
• Pregnancy – limited data
• TB – studies are needed
• Studies largely done in men
• Hep B=major problem when considering DTG/3TC dual 

therapy



• DTG may mean second and subsequent regimens 
are unusual – huge implications for focus on VL 
and adherence and genotyping

• May mean we can transition all second line back to 
first

• TAF very important for cost, long-term toxicity
• Hep B a constant challenge; hep C coming

So…
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