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Web Annex 3b. Grading of Recommendations, Assessment, Development and Evaluation (GRADE) tables: adherence to HIV 
post-exposure prophylaxis (PEP)  

Recommendation 4  
Question – Among children and adolescents (0–18 years) who have or may have been exposed to sexual abuse (P), do any interventions to provide 
enhanced adherence support for HIV PEP (I), as compared to no adherence support (C), prevent HIV and/or improve adherence to PEP (O)? 
Settings –  Any 
 
Table 1. Characteristics of studies included 
 

Study Country Setting Year HIV exposure Study 
design 

Sample 
size 

Age range, in 
years (%) 

PEP regimen PEP 
duration 

Starter pack Measure of adherence 

Abrahams 
et al. (1)  

South 
Africa 

1 rural and 3 
urban 
sexual-
assault 
services 

August 
2007–May 
2008 

Sexual assault Randomized 
controlled 
trial (RCT) 

253 < 10(7.5) 
10–14(19) 
15–17(21) 
18–22(28) 
> 22(24) 

AZT + 3TC 
(single or two 
tablets) 
AZT + 3TC + 
LPV/r 

28 days Yes, for 3–7 
days 

95% adherence 
assessed by pill count or 
syrup measured 1–5 
days after completion of 
treatment or non-return 
after starter packa 
Full visit attendance 

Bentz et al. 
(2) 

France 2 urban 
university 
hospitals 

June 
2004–
December 
2005 

Sexual risk 
exposure 
excluding 
sexual assault 

RCT 54 19–57 AZT + 3TC + 
NFV  
AZT + 3TC + 
DDI 

28 days No 100% adherence per 
validated self-
administered score 
questionnaire on day 15 
(4-day (dose)) and 7-day 
(schedule) recall)a 
Full visit attendance 

Roland et 
al. (3)  

United 
States of 
America 

Clinic 
research 
facility 

April 2001–
October 
2002 

Sexual risk 
exposure 

RCT 457 28–41 AZT + 3TC 
d4T + 3TC 
d4T + ddI 
Plus NFV if 
source partner 
had detectable 
plasma HIV 
RNA 

28 days Yes, for 10 
days in the 
standard of 
care  arm 
and for 10 
days 
followed by 7 
days in the 
intervention 
arm 

Completion of full 28-day 
coursea 

Proportion of missed 
doses last 4 days at 
week 1 

a Indicates measure used for primary analysis. 
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Table 2. Characteristics of adherence interventions 
Study Standard of care (SOC) arm Intervention arm Additional remarks 
Abrahams 
et al. (1) 

Interactive information session, pamphlet, and 
adherence diary 

SOC and telephonic support from a counselor (call 
schedule: 4 calls in week 1, 3 in weeks 2 and 3, 2 in 
week 4) 

Counsellor was trained in providing psychosocial 
support to rape survivors and had knowledge about 
PEP drugs, including how to manage side effects, 
and the networks in the region to which survivors 
could be referred for further counselling 

Bentz et al. 
(2) 

Standard oral information and customized 
appointment schedule for clinical and laboratory 
follow-up (per guidelines) 

Four individual counseling and educational sessions 
conducted by trained nurses at each scheduled 
appointment (days 0, 15 and 45, and month 3) 

Study nurses received 6-day specialized training 
course and feedback sessions with clinical 
supervisor 

Roland et 
al. (3) 

2 sessions of risk-reduction counseling 5 sessions of risk reduction counseling 
Adherence counseling and individual needs 
assessment to identify barriers to adherence and 
social support; telephone call at week 3 to reinforce 
adherence 

Both groups received a brief review by a clinician on 
dosing instructions and adverse-effect management 
prior to counselling 

 
 

 
Table 3. Risk of bias 

Study Baseline groups 
balanceda 

Method of 
randomization 
described 

Method of 
allocation 
concealment 
described 

Blinding of 
outcome 
assessors 

Incomplete 
outcome data 

Selective 
reportingb 

Other sources of 
bias 

Abrahams et al. 
(1) 

Yes Yes No Yes No No No 

Bentz et al. (2) Yes Yes No No No No No 
Roland et al. (3) Yes No No No No No No 

a Baseline groups were balanced with respect to patient characteristics. 
b Selective reporting refers to the incomplete reporting of protocol-defined outcomes.  
 
 
 
 
Table 4. GRADE evidence profile: enhanced adherence support compared to SOC for adherence to PEP  
Patient or population – Patients presenting for PEP 
Settings – Any 
Intervention – Enhanced adherence support 
Comparison – SOC 
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Outcomes Illustrative comparative risks (95% CI) Relative effect 
(95% CI) 

No. of participants 
(studies) 

Quality of the evidence 
(GRADE) 

Comments 
Assumed risk Corresponding risk 

 SOC enhanced adherence support     

Input outcome name 
Follow-up: mean 28 days 

Study population OR 1.43  
(0.89–2.30) 

785 
(3 studies (1–3))a 

⊕⊝⊝⊝ 
Very lowb–d 

– 
588 per 1000 671 per 1000 

(559–766) 
Moderate 
  

The basis for the assumed risk (e.g. the median control group risk across studies) is provided in the footnotes. The corresponding risk (and its 95% confidence interval – CI) is based on the 
assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). OR: odds ratio. 
The GRADE Working Group uses four grades of evidence: 

• high quality: further research is very unlikely to change the Group’s confidence in the estimate of effect  
• moderate quality: further research is likely to have an important impact on the Group’s confidence in the estimate of effect and may change the estimate 
• low quality: further research is very likely to have an important impact on the Group’s confidence in the estimate of effect and is likely to change the estimate 
• very low quality: the Group is very uncertain about the estimate. 
 

a The exact nature of enhanced adherence counselling varied across the three studies.This was graded as ”very low” because of indirectness of the evidence for the population of interest.  
b Specifically, two of the three trials were carried out in adult patients presenting for sexual exposure, not sexual assault, and the third trial included adults and female children, but did not 
disaggregate for age. 
c Similarly, it was also graded as “very low” because small sample sizes relative to number of events of all trials resulted in wide CIs around point estimates (i.e. imprecise effect size), meaning that, 
while there is a tendency towards an effect, it cannot be excluded that the apparent benefit was due to chance 
d The risk of bias was not considered serious. 
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Question – Should enhanced adherence support versus standard of care be used for adherence to PEP? 

Table 5. Quality assessment 
 

Quality assessment No. of patients Effect 
Quality Importance 

No. of 
studies Design Risk of bias Inconsistency Indirectness Imprecision Other 

considerations 
Enhanced 

adherence support SOC Relative 
(95% CI) Absolute 

Input outcome name (follow-up: mean 28 days) 
3 RCTs No serious 

risk of bias 
No serious 
inconsistency 

Seriousa Seriousb,c None 252/392  
(64.3%) 

231/393  
(58.8%) 

OR 1.43 (0.89 
to 2.3) 

83 more per 1000 (from 28 
fewer to 179 more) 

⊕ΟΟΟ 
VERY 
LOW 

CRITICAL 

– 0% – 
a Two of the three trials were done in patients presenting for sexual exposure, not sexual assault; only 1 trial (Abrahams et al. (1)) included children (60/126 in the intervention arm and 61/128 in the 
control arm). 
b Small sample sizes of all trials resulting in wide confidence intervals around point estimates 
c The exact nature of enhanced adherence counselling varied across the three studies.  
Sources: Abrahams, Jewkes, Lombard, Mathews, Campbell & Meel (1); Bentz, Enel, Dunais, Durant, Poizot-Martin, Tourette-Turgis et al. (2); Roland, Neilands, Krone, Coates, Franses, Chesney et al. (3). 
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