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Time lines of antiretroviral development 

Tseng et al.Br J Clin Pharmacol 2014; 79:182–194 



Cause di switch per long-term toxicity 

•  da nucleosidici timidinici e ddI 

•  da EFV per tossicità neurologica (metabolica) 
 
•  da PI per tossicità metabolica (renale,cardiovascolare) 

•  da ABC per rischio cardiovascolare  
 
•  da TDF per tossicità metabolica (rene-osso) 



Mean odds ratio (95% CrI) of AEs and 
discontinuation due to Aes: Dolutegravir 

vs other �third� drugs. 

Patel et al. PLoS One. 2014;9:e105653 



Dolutegravir: AEs by Treatment Subgroup.  
(A) Grade 2 to 4 Drug-related AEs. (B) AEs Leading to Withdrawal 

 
 Koteff et al. 8° IAS conference, Vancouver July 2015 #TUPEB261  



Antimicr Agents Chemother. 2012; 56: 2959–2966 



Tolerability Failure – ARDENT 
Toxicity Associated Discontinuation of randomized ART* 

Characteristics 
ATV/r 
n = 605 

RAL 
n = 603 

DRV/r 
N = 601 

Any toxicity discontinuation 95 (16%) 8 (1%) 32 (5%) 

Gastrointestinal toxicity 25 2 14 

Jaundice/Hyperbilirubinemia 47 0 0 

Other hepatic toxicity 4 1 5 

Skin toxicity 7 2 5 

Metabolic toxicity 6 0 2 

Renal toxicity (all nephrolithiasis) 4 0 0 

Abnormal chem/heme (excl. LFTs) 0 0 2 

Other toxicity 2 3 4 

* Participants allowed to switch therapy for intolerable toxicity 



ACTG 5257: Mean changes from 
baseline in metabolic outcomes 

Ofotokun et al.CID 2015;60:1842–51 



Cumulative probability of metabolic 
syndrome, by treatment group. 

Ofotokun et al.CID 2015;60:1842–51 



Patel et al.PLoS ONE 2014; 9: e105653. 

Relative changes in metabolic parameters for 
dolutegravir versus third agents of interest 
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