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Background 

• Cochrane HIV/AIDS Group: Established 1997, based at UCSF 

• Close relationship with Department of HIV/AIDS at WHO 

• Since 2002, frequently commissioned by WHO to prepare reviews for 
guidelines and other policy documents 

• In 2009, prepared numerous reviews and GRADE profiles to inform WHO 
guidelines on adult and adolescent ART and on PMTCT 

• HPTN 052 in 2011: New model of “treatment as prevention” is 
confirmed; also applicable to PMTCT (WHO’s Option B+) 

• In 2012, prepared numerous reviews and GRADE profiles to update a 
“consolidation” of WHO’s ART and PMTCT guidelines, also including 
many reviews on operational aspects (e.g. service integration) 

• This presentation will focus on evidence quality in the ART and PMTCT 
reviews (i.e. not the operational reviews) 

 

 

 

Note: ARV, antiretroviral [drug]; ART, antiretroviral therapy; PMTCT, prevention of mother-to-child HIV transmission  



WHO and PICO questions 
 When WHO updates guidelines, process requires narrowly constructed 

PICO questions designed to update specific recommendations 

Example: 
  What recommendation should be made on duration of breastfeeding for HIV-

infected women?   

P  HIV-infected pregnant and postpartum women and their exposed infants, in 
breastfeeding settings (i.e., countries in which breastfeeding is the norm)   

I  Provide ARV prophylaxis to mother or baby and limit breastfeeding to 3 months  

C  Limit breastfeeding to 3 months   

O  Vertical transmission rate, child HIV-free survival, mother's health, serious adverse 
events (mother and child), tolerability (mother and child), TB incidence, maternal 

adherence, infant adherence   

• Note that there are really 4 or 5 PICO questions embedded in this PICO 



Broad topics of the reviews (n=10) 
Total of 44 PICO questions within these 

• What ART regimen to start (once daily NNRTI regimens) 

• What ART regimen to switch to 

• What ART regimen to start in children >3 years 

• What ARV prophylaxis should be given to HIV-infected pregnant women 
who do not receive lifelong ART 

• What recommendation should be made on duration of breastfeeding for 
HIV-infected women? 

• When to start/treatment as prevention:  

• HIV-infected individuals with CD4 >350 

• Community-level outcomes 

• HIV-infected pregnant women 

• HIV-infected adults >50 years 

• HIV-infected people with HBV or HCV co-infection 



Methods 

• Standard Cochrane review methods 

• Searches of the Cochrane Central Register, EMBASE, 
PubMed, Web of Science, WHO’s Global Index 
Medicus, abstracts from key scientific conferences 

• RCTs and observational studies with comparators 
were eligible 

• GRADE evidence profiles for all outcomes 



Results of 
screening   
process 
(all reviews) 

Total of 145  
studies identified, 
68 (47%) of which 
were RCTs 

 



Results: GRADE evidence quality 
• Across all reviews, data for 306 outcomes were reported 

(including assessments at different time-points) 

• 246 (80.3%) outcomes with RCT data 

• In GRADE analyses of outcomes with RCT data:  

• High quality evidence: n=37 (12.1%) 

• Moderate quality evidence: n=50 (16.3%) 

• Low quality evidence: n=87 (28.4%) 

• Very low quality evidence: n=72 (23.5%) 

• Observational studies provided low and very low quality 
evidence for 60 (19.6%) outcomes 

• Overall, 244 (79.7%) outcomes graded down, most 
commonly for indirectness and imprecision 

 



GRADE evidence quality 



GRADE evidence quality 
  28.4% high or 
moderate quality 



Author(s): George W. Rutherford, Tara Horvath 
Date: 2012-11-21 
Question: Should Maternal 3-ARV without breastfeeding restrictions or EBF (2010 WHO guidelines) be used for preventing mother-to-child HIV transmission? 
Settings: Malawi, South Africa, Tanzania, Uganda, Zimbabwe 
Bibliography: Chasela 2010, Jamieson 2012 (BAN); de Vincenzi 2011 (Kesho Bora) 

Quality assessment No of patients Effect 

Quality Importance 

No of 

studies 
Design 

Risk of 

bias 
Inconsistency Indirectness Imprecision 

Other 

considerations 

Maternal 3-

ARV (6 mo 

EBF) 

6 mo 

EBF 

Relative 

(95% CI) 
Absolute 

Vertical transmission (2 weeks) 

1 randomised 

trials 

no serious 

risk of bias 

no serious 

inconsistency 

serious
1
 very serious

2
 none 46/849  

(5.4%) 

36/662  

(5.4%) 

RR 1 (0.65 

to 1.52) 

0 fewer per 1000 

(from 19 fewer to 28 

more) 

 

VERY 

LOW 

CRITICAL 

Vertical transmission (6 weeks) 

1 randomised 

trials 

no serious 

risk of bias 

no serious 

inconsistency 

serious
1
 very serious

2
 see below

3
 8/284  

(2.8%) 

16/279  

(5.7%) 

RR 0.49 

(0.21 to 

1.13) 

29 fewer per 1000 

(from 45 fewer to 7 

more) 

 

VERY 

LOW 

CRITICAL 

Vertical transmission (26-28 weeks) 

2 randomised 

trials 

no serious 

risk of bias 

no serious 

inconsistency 

serious
1
 serious

4
 see below

3
 81/1110  

(7.3%) 

96/913  

(10.5%) 

RR 0.69 

(0.52 to 

0.92) 

33 fewer per 1000 

(from 8 fewer to 50 

fewer) 

 

LOW 

CRITICAL 

Vertical transmission (48-52 weeks) 

2 randomised 

trials 

no serious 

risk of bias 

no serious 

inconsistency 

serious
1
 serious

4
 see below

3
 92/1098  

(8.4%) 

105/889  

(11.8%) 

RR 0.71 

(0.54 to 

0.92) 

34 fewer per 1000 

(from 9 fewer to 54 

fewer) 

 

LOW 

CRITICAL 

EBF, exclusive breast feeding. 
1
 Studies do not directly compare prolonged postpartum maternal ARV prophylaxis and standard breastfeeding to EBF (2010 WHO guidelines) without 

ARV prophylaxis..
2
 Very few events 

3
 In Kesho Bora, "mothers who intended to breastfeed." 

4
 Few events 



Conclusions 
• Relatively little high quality or even moderate quality evidence 

informed WHO’s consolidated ART guidelines 

• Unfortunately, RCTs usually aren’t designed specifically to answer 
WHO’s questions 

• Unpublished observational cohort data from large registries (e.g. 
from International Epidemiological Databases to Evaluate AIDS, 
IeDEA) may be an important adjunct to reviewing data from 
published RCTs and individual observational studies 
(www.iedea.org) 

• This could lead to GRADE analyses for some outcomes finding less 
imprecision and less indirectness if large samples of cohort data 
address WHO questions more directly, although the potential for 
uncontrolled (and unmeasured) residual confounding remains 

 



Questions? 
 
 

Merci! 


