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Toxicity in adults 

GRADE-table for toxicity of regimens with tenofovir compared to regimens without tenofovir in adults 

Tenofovir compared to Control for HIV-Infection 

Outcomes No of 
Participants 
(studies) 
Follow up 

Quality of the evidence 
(GRADE) 

Relative 
effect 
(95% CI) 

Anticipated absolute effects 

Risk with 
Control 

Risk difference with Tenofovir (95% CI) 

Mortality at end of study 5368 
(13 studies) 

⊕⊕⊕⊝ 
MODERATE

1
 

due to imprecision 

OR 0.92  
(0.56 to 
1.51) 

13 per 1000 1 fewer per 1000 
(from 5 fewer to 6 more) 

Fractures at end of study  3475 
(6 studies) 

⊕⊕⊕⊝ 
MODERATE

1
 

due to imprecision 

OR 0.97  
(0.67 to 
1.42) 

34 per 1000 1 fewer per 1000 
(from 11 fewer to 14 more) 

GFR-change from baseline 4682 
(11 studies) 

⊕⊕⊝⊝ 
LOW

2,3,4
 

due to risk of bias, 
inconsistency 

  The mean gfr-change from baseline in the intervention 
groups was 
2.31 lower 
(3.93 to 0.7 lower) 

Fat Change: Limb (absolute weight 
change) 

214 
(3 studies) 

⊕⊝⊝⊝ 
VERY LOW

1,3,5
 

due to risk of bias, 
inconsistency, imprecision 

  The mean fat change: limb (absolute weight change) in 
the intervention groups was 
87.83 higher 
(299.18 lower to 474.84 higher) 

Fat Change: Trunk (absolute 
weight change) 

167 
(2 studies) 

⊕⊕⊝⊝ 
LOW

1,6
 

due to risk of bias, imprecision 

  The mean fat change: trunk (absolute weight change) in 
the intervention groups was 
106.98 lower 
(482.33 lower to 268.37 higher) 

Renal Failure 5252 
(14 studies) 

⊕⊕⊝⊝ 
LOW

7
 

due to imprecision 

OR 1.49  
(0.43 to 
5.16) 

2 per 1000 1 more per 1000 
(from 1 fewer to 6 more) 

Bone Mineral Density: Lumbar 
Spine (relative change) 

1419 
(6 studies) 

⊕⊕⊕⊝ 
MODERATE

8
 

due to risk of bias 

  The mean bone mineral density: lumbar spine (relative 
change) in the intervention groups was 
1.34 lower 
(1.73 to 0.95 lower) 

Bone Mineral Density: Hip (relative 
change) 

1244 
(5 studies) 

⊕⊕⊕⊝ 
MODERATE

8
 

due to risk of bias 

  The mean bone mineral density: hip (relative change) in 
the intervention groups was 
1.39 lower 
(1.77 to 1 lower) 

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the 
assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 
 
CI: Confidence interval; OR: Odds ratio;  

GRADE Working Group grades of evidence 
High quality: Further research is very unlikely to change our confidence in the estimate of effect.  
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Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate. 
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate. 
Very low quality: We are very uncertain about the estimate. 

1
 the 95% CI does not exclude clinically relevant harm or clinically relevant benefit 

2
 Included trials suffered from severe losses to follow up or reporting of missing outcome data was insufficient. 

3
 High statistical heterogeneity which could not be explained. 

4
 No clinically relevant imprecision (95% CI includes eGFR decreases of 4 to 0.7 ml/min) 

5
 Analyzed population represents for BICOMBO and SWEET less than 35% of the randomized/safety population. 

6
 Analyzed population represents for SWEET less than 35% of the randomized/safety population (SWEET has 44% of the total weight in the meta-analysis). 

7
 Event rate was very low (10 events in approx. 5000 patients); the 95% CI does not exclude clinically relevant harm (5-fold risk increase) or clinically relevant benefit (2.5 fold risk 

reduction)  
8
 Analyzed population represents for the majority of studies less than 80% of the randomized/safety population. 

 

 


