Pharmacokinetics of TMC125 in HIV-negative volunteers with mild or moderate
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Abstract Study design

TMC125 plasma PK profile in
mild hepatic impairment on Day 8

Safety summary

Background: TMC125 (etravirine; ETR) is a next-generation nonnucleoside

o TMC125-C125 was a Phase |, open-label, multiple dose PK trial in two

- ©—® Healthy volunteers (n=8; o All volunteers completed the trial
reverse transcriptase inhibitor (NNRTI) with potent activity against both wild- sequential stages in HIV-negative volunteers with mild (Stage A, Child-Pugh' o e o - .
. . . score 5-6) or moderate (Stage B, Child-Pugh' score 7-9) hepatic 1600 - ®—® Mild hepatic impairment (n=8) o The most frequently reported AEs for volunteers with mild hepatic
type HIV and viruses resistant to currently approved NNRTIs. TMC125 is impairment impairment were nausea and fatigue (both in two volunteers with mild
maimy eliminated via the hepatob”iary route. This StUdy aimed to assess the o In both stages healthy HIV-1 negative control volunteers were also included, 1400 1 hepatic impairment and one healthy volunteer)
. . . . . matched by age, gender, race and BMI o 1200 1 » Dizziness and muscle spasms were the most common AEs for
pharmacoklnetlcs of TMC125 in H IV-negatlve volunteers with and without ¢ Concomitant medication for the management of hepatic impairment was @ volunteers with moderate hepatic impairment (both in two volunteers
hepatic impairment. allowed & 1000 1 compared to none in the healthy volunteers)

Al volunteers received TMC125 200mg bid (Phase Il formulation) following

8
E 800 -
a meal for 7 days with a morning dose on Day 8 e Headache was reported for four healthy volunteers (none of the

Methods: This was an open-label trial including volunteers with mild or volunteers with hepatic impairment)

TMC125 plasma concentration (ng/mL)

e Safety and tolerability assessments were performed throughout the trial. 600
moderate hepatic impairment (Chlld'PUghW AorB reSpeCtiVel ) and health Post-treatment safety visits took place 7 days and 31 (+ 1) days after the last 1 ¢ No rash was reported
! . ¥ y intake of trial medication 400

VOlUntEErS matChed fOf age, gender' race, and bOdy mass mdex (BMl) A” e The trial protocol was reviewed and approved by the appropriate institutional 200
volunteers received TMC'] 25 200mg tWice-daily (bld) fO”OWing a mea| fOI’ ethics committee and health authorities; the trial was conducted in

. . ) . accordance with the Declaration of Helsinki 0 T T T T T J
7 days with a morning dose on Day 8. TMC125 pharmacokinetics over 0 2 Time (hours) 10 1

. . SD = standard deviation
12 hours on Days 1 and 8 were determined using non-compartmental
methods and analyzed by a linear mixed effect model. Safety and tolerability . o
were assessed Study design scheme TMC125 plasma PK profile in ,
- o . Safety summary (cont’d)
, o L , , and PK analyses moderate hepatic impairment on Day 8

Results: Eight volunteers with mild hepatic impairment (five males; median . . )

. h . h d h .. ) . | d 1400 - ®—® Healthy volunteers (n=8) o All AEs reported were mild or moderate (grade 1 and 2) in severity
age 57 years), E|g twith moderate epatlc lmpalrmen.t (SIX maies, median S Eere TRl T s g ®—@ Moderate hepatic impairment (n=8) o No serious AEs were reported, except one case of tachyarrhythmia
age 54 years) and 16 matched healthy volunteers participated. hepatic impairment Safety and PK 5 12001 with cardiac failure in a volunteer with moderate hepatic impairment

. assessment; c d pre-existi di thy, which d 36 d fter the last
Pharmacokinetic (PK) results are shown below. Healthy matched Stago B dose Healthy matched £ 000+ e T e e omyopaiiy, which occurred 55 days affer fhe fas
volunteers confirmation volunteers £, ake of TMC125
8 days 8 days g® e There were no consistent or relevant changes in laboratory or
LS mean ratios (90% confidence intervals [Cls]) |—' |—' § % 8001 cardiovascular safety parameters or the results of physical
A TMC125 200mg bid A A TMC125 200mg bid A g E examinations
Mild hepatic Moderate hepatic g o7 o Grade 3 or 4 laboratory abnormalities were reported in one volunteer
f . . . A 12-hour PK analysis of TMC125, determined on Day 1 and Day 8 o with mild hepatic impairment (hypercholesterolemia) and two
PK lmpal[]mep; Impaleeln; 5 4007 volunteers with moderate hepatic impairment (low hemoglobin and
arameter versus healt versus healt g hypophosphatemia in one, and increased lipase in another volunteer)
P y y «  Plasma concentrations were determined using a validated liquid chromatography- T 2001
Day 1 Cmax 0.92 (069_1 21 ) 0.63 (047_085) tandem mass spectrometry method for TMC125 (lower limit of quantification 2ng/mL) .
AUC,,, 0.99 (0.75-1.29) 0.77 (0.55-1.08) 0 2 4 s 10 12
Time (hours)
Day 8 (@ 0.87 (0.65-1.17) 0.98 (0.68-1.42)
Coone 0.79 (0.63-1.00) 0.72 (0.54-0.96)
G ., Parameters and analyses TMC125 PK parameters (mean £ SD) Conclusions
LS = least lsqua‘re; Crx= maxim.um pIasma.ctlJncer?tration; AUC,,, = area uqder the plasr.ng orimany PK sarametore in mild hepatic impairment B .
concentration-time curve from time of administration to 12 hours after dosing; C,;, = minimum ¢ Cm?: (ng/rgl_) o No clinically relevant difference was observed between the
plasma concentration ~ Gy (ng/mL) - . ) 3 )
~ AUC,, (ng=h/mL), calculated by linear trapezoidal summation - . Mild r_\epati:: Health s IoETA G phlarmaCOkm.eECS (:jf TMhC1 25hWhen a‘dmIOISterEd Inltjllv negztlve
. . parameter Impairmen calthy EEE D (0 volunteers with and without hepatic impairment (mild or moderate).
All treatment emergent adverse events (AEs) were mild or moderate. The most Safi‘g:f;f;;i? cessments, lecrocardiograms,vial signs anc Day1 Gy (ngml) 46TE158 499140 092 (0.69-121) o P . P ( . )
common AEs were headache, fatigue and nausea. No clinically significant e et e to Tt 25 e o AUC,(nghiml) 2903816  2072%1105  0.98 (0.75-1.29) o Short-term adr.nlplstra:tlon of TMC125 in HIV-negative volunteers with and
changes in laboratory parameters were observed. « PKand statistical analyses Day8 Gy, (ng/mL) 550%192 504100 087(065-1.17) without hepatic impairment was generally safe and well tolerated.
- -com del with input d for PK analyses; PK Conax (NQ/ML. 1060 +268 1339 + 357 0.79 (0.63-1.00 . . : f 1 .
Conclusions: TMC125 was generally safe and well tolerated. The systemic 2t tatistioal analyses were performod using WinNonLin Professional 4.1 - AUC("Q(:;‘;/mL) B Eo g 09; o TMC125 can be administered in patients with mild or moderate hepatic
. . Pharsight C tion, Mountain View, CA, USA) and Microsoft Excel® (versi 120 + & 87 (0.69-1. ) ) . X
exposure to TMC125 in volunteers with hepatic impairment was comparable 206 e, R Wh.USR, anor A5 e 515 550 et e impairment without dose adjustment.
Cary, NC, USA)
to that in healthy volunteers. Dose adjustment of TMC125 in patients with e P s et Pty oS e
i i H H i estimated with a linear mixed effects model
mlld or mOderate hepatlc Impa”ment IS nOt reqUIred safety parameters were evaluated by descriptive statistics and frequency tabulations
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CYP2C9 and CYP2C19 Caucasian, n (%) 8 (100) 8 (100) 8 (100) 8 (100) AUC, 5, (nge! -

,n (% an(Ngeh/mL) 7665 + 4122 8584 + 1560 0.82 (0.60-1.11) d
Antiretroviral treatment in patients with hepatic impairment may lead AC kHOWI e g m e ntS
to enhanced liver toxicity and/or altered pharmacokinetics of the

e 56 « Etiology of hepatic impairment was alcoholic cirrhosis except one case of HCV cirrhosis
administered drugs® and one case of HCV plus alcoholic cirrhosis

e To support administration of TMC125 in patients with hepatic
impairment, a PK study in this population was conducted
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HCV = hepatitis C virus
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