








 

 

 

  

 

 
 

 

 

 

 
 

       
 

 

 
 

 

 
 

 

 
 

  

 

SQV exposure-response relationship for QT/PR prolongation 
In the adult TQT study, a dose-response relationship was observed for QT and PR 
prolongation at the studied therapeutic and supratherapeutic doses. A concentration 
relationship was identified for PR prolongation, but not for QTc prolongation. For 
interpretation of QT/PR prolongation with adult vs. pediatric exposures, the 
following Table 2 was prepared to display comparative exposures for 

(b) (4)

 pediatric 
dosing, the adult HIV-infected therapeutic dose, and therapeutic and supratherapeutic 

(b) (4)

doses administered in the TQT study (further modified by me to include mean QTc 
prolongation in SQV TQT study).  pediatric doses SQV exposures are 
expected to fall in the range of exposures achieved with therapeutic and 

(b) (4)

supratherapeutic dose in the TQT study, doses which resulted in QTc prolongation of 
18.9 and 30.2 msec, respectively. Please refer to Section 6 Pediatric Safety 
Assessment, under Risk for QT and PR prolongation at (b) (4)  pediatric dose, for 
the relevant clinical discussion. 

Table 2: Saquinavir PK parameters in Adults and (b) (4) Pediatric Dosing 
and QT prolongation observed in the TQT study 

Population Regimen, SQV/RTV 
(mg, b.i.d.) 

SQV AUC, 
ug.hr/mL (SD) [CI] 

SQV Cmax, ug/mL 
(SD) [CI] 

Maximum 
change in 

QTcF on Day 
3 (upper 

bound 95% 
CI), ms 

Day 3 Steady 
State 

Day 3 Steady 
State 

Healthy 
volunteers 
(NP21562) 

1000/100 - 36.6 (9.7) - 6.1 (1.5) -

Healthy 
volunteers 
(NP21249) 

1000/100 94.8 
(30.6) 

- 11.2 (3.3) - 18.9 (22) ms 

Healthy 
volunteers 
(NP21562) 

1500/100 - 42.7 
(20.9) 

- 6.8 (3.1) -

Healthy 
volunteers 
(NP21249) 

1500/100 141.0 
(44.3) 

- 15.9 (4.4) - 30.2 (33) ms 

HIV-1 Infected 
Adults (Label) 

1000/100 37.8-
48.2* 

14.6 
[10.2-
20.9] 

5.6* 2.4* Cannot 
predict+ 

HIV-1 Infected 
Adults 

(Literature) 

1000/100 32.9-
91.5* 

12.7-27.7 3.5-9.1* 1.9-3.9 Cannot 
predict+ 

HIV-1 Infected 50 mg/kg, 3 mg/kg (body 96.6- 37.3 11.2- 6.1 [1.6- Cannot 
Pediatrics 2 to weight 5-<15 kg) or 2.5 123.2* [10.6- 14.3* 10.3] predict+ 

<6 years mg/kg (body weight >15 65.3] 
(NV20911) kg [max 100 mg]) 

*Predicted exposures based on ratio of day 3 to steady state exposures in healthy volunteers and the ratio of exposures 
between healthy volunteers and HIV-1 infected adults (at steady state). 
+ Cannot accurately predict QT prolongation at steady state as a concentration-QT relationship for the entire SQV time 
course could not be determined from the TQT study 
Source: Compiled from Clinical Pharmacology and Pharmacometrics review by Dr. Jeffry Florian NDAs 21785/S-034 and 
20628/S-011 and QT-IRT review of the TQT study NP21249 by Dr. Hao Zhu NDAs 21785/20628. 
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