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Study Design

Number of 
Subjects Period 1 Period 2

N=16 RAL 400 mg

days; Intensive
pharmacokinetic

sampling on Day 4

for 14 days (the Day 14
PM dose of RAL was
not given); Intensive

pharmacokinetic
sampling on Day 14

Methods

Safety Assessment

tests (CBC, chemistry panel, urinalysis)

Adverse experiences were evaluated as to their intensity,
seriousness, and relationship to study drug

Analytical and Pharmacokinetic

Plasma samples were analyzed for RAL concentration
using a validated HPLC – MS/MS assay with a lower limit of 

2

Cmax, Tmax, and C12hrr

AUC0-12hr calculated using linear up/log down trapezoidalr

method

Statistical Analysis

Natural-log transformation was performed for C12 hr, Cmax, and
AUC0-12hrr

difference (400 mg RAL + RFB/400 mg RAL) in RAL C12hr

on the log scale were calculated and then exponentiated to

C12hr (400 mg RAL + RFB/400 mg RAL)r

C– max, and AUC0-12hr were analyzed in the same fashionr

provided for Tmax

Abstract

Background:
potent in vitro and in vivo activity against HIV-1. A prior investigation of 
RAL (400 mg) co-administered with rifampin (600 mg), a commonly 

in plasma concentrations of RAL likely secondary to induction of 

is known with regard to induction effect on UGT1A1. This study was 
conducted to assess the effect of RFB on plasma levels of RAL with co-
administration.

Methods:

throughout the study. RAL plasma concentration data were collected.

Results: No serious adverse experiences (AEs) were reported
and there were no discontinuations due to drug-related clinical or 

dose administration of RFB with RAL resulted in a 20% decrease in
RAL C12hr (GMR RAL + RFB/ RAL and 90% CI: 0.80 (0.68, 0.94)), ar

19% increase in RAL AUC0-12hr (GMR 1.19 (0.86, 1.63)), and a 39%r

increase in RAL Cmax

the 90% CI for GMR C12hrr

GMR AUC0-12hrr

12hr and 2.0 for AUCr 0-12hr.

Conclusions: Overall, co-administration of RAL and RFB does not
alter RAL pharmacokinetics to a clinically meaningful degree. RFB

Background

the treatment of HIV-1 infection.

population.

Rifampin is a commonly used agent to treat TB.–

A prior investigation of RAL (400 mg) co-administered with rifampin
(600 mg) demonstrated a decrease in plasma concentrations of 
RAL likely secondary to induction of UGT1A1.1

TB with less potent inductive properties, in general, though little is

This study was conducted to assess the effect of RFB on plasma
levels of RAL with co-administration

Summary of Pharmacokinetics

in a 20% decrease in mean RAL C12hrr

RAL AUC0-12hr and Cr max mean values were slightly higher after 

Median Tmax values were slightly shorter after administration of 400 mg

Safety

Co-administration of RFB and RAL was generally well tolerated in healthy

There were no discontinuations due to a drug-related adverse experience

experiences

The most commonly reported drug-related clinical adverse experiences

reported
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Subject Disposition

Randomized:

Total (age range; mean): 19 (19 to 55 yrs; 35 yrs)

Male (weight range; mean)  6 (79 to 92 kg; 86 kg)

Female (weight range; mean) 13 (56 to 83 kg; 67 kg)

Completed: 16

Discontinued:  3

Protocol violation (smoking)  2

Withdrew consent 1

Drug-related adverse experience  0

Pharmacokinetics
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RAL Plasma Pharmacokinetics Following Administration of Multiple Doses of 

Pharmacokinetic

Parameter

RAL 400 mg

RAL 400 mg + RFB 

300 mg

RAL 400mg 

+RFB 300 mg/

RAL 400 mg

N

GM†

(95% CI) N

GM†

(95% CI)

GMR†

(90% CI)

C12hr (nM)r 19
127.53

(100.00, 162.64) 16
102.08

(79.31, 131.40)
0.80

(0.68, 0.94)

AUC0-12hr (µM*hr)r 19
18.12

(13.02, 25.23) 16
21.50

(15.10, 30.63)
1.19

(0.86, 1.63)

Cmax (µM) 19
5.84

(3.90, 8.75) 16
8.10

(5.23, 12.56)
1.39

(0.87, 2.21)

Tmax
‡ (hr) 19

2.0
(0.0, 6.0) 16

1.5
(1.0, 3.0)

-0.75
(-1.25, -0.25)

†

‡

max

Conclusions

generally well-tolerated

Overall, co-administration of RAL and RFB does not alter RAL

pharmacokinetics to a clinically meaningful degree

RFB represents an alternative to rifampin which modestly decreases

RAL concentrations with co-administration

Results


