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Abstract Study design Demographics FLU PK parameters Safety summary
BaCkground s TMC125-C187 was a Phase |, open-label, two-way, three-period, partially randomized All volunteers FLU e No serious AEs were reported
. . - . ’ T trial in 18 HIV-negative volunt

Etravirine (ETR; TMC125) is a next-generation NNRTI with demonstrated activity in . iﬁsese°;/r:;(:fer:;'sessmn::!za;vaen\;os;;:: o Y DTG A (N=18) alone FLU + ETR « The most frequently reported AEs were headache and blurred vision,
treatment-experienced, HIV-infected patients. ETR is a substrate and inducer of two washout periods of at least 14 days each, as shown in the study design scheme. Age, years, median (range) 29 (18-45) (Reference) (Test) LSM ratio most of these events were observed during treatment with VOR alone

Ay Half of the volunteers were randomized to start with Treatment A and half were ! ! (mean + SD) (mean + SD) (TestiReference) (47% and 53%, respectively), consistent with the safety profile of VOR
cytochrome P450 (CYP) CYP3A and a substrate and inhibitor of CYP2C9 and ! ) € Height, cm, median (range) 178 (157-198) PK paramet =16 =15 90% Cl

) o randomized to start with Treatment B. Treatment C followed for all volunteers in the parameter (n=16) (n=15) (90% CI) « Al AEs reported during the treatment periods were mild (grade 1) or
CYP2C19. FIu‘conazoIe (FLU) and voriconazole (VO‘R) are inhibitors of CYP3A, 2C9 ::: svean::dmims‘ered e 200ma bt al doss wer e i 10 it \éV(:ght, kg, mjduar; (;anzge) s ) 8;1 ((5261—120;)) Gy (ng/mL) 5,786 + 1,089 5,240 + 765 0.91 (0.84-0.98) moderate (grade 2) in severity
. 3 O mass Index, m<, median (range, -
and t21C19 Thlsdstudy evaluated the pharmacokinetics of ETR and FLU or VOR when Eronktaat and i Gen‘éer o) 9 9 Cpan (NG/mL) 0,834 = 2115 9209 = 1819  0.92(0.85-1.00) » One volunteer discontinued the trial on Day 6 of treatment with FLU
- P P . ’ ° i
co-administered. e FLU was administered as 200mg gam, within 10 minutes after breakfast Male 15 (83) AUC,, (ngeh/mL) 176,000 + 29,200 165,900 = 23,780  0.94 (0.88-1.01) alone due to grade 2 leucocyturia
¢ VORwas administered as 400mg bid on Day 1 and 200mg bid on and after Day 2. Al Female 3(17) e Grade 3 laboratory abnormalities were observed in one volunteer during
VOR doses were taken 1.5 hours before breakfast or dinner ) Ethnic origin, n (%) the follow-up period (increased pancreatic amylase and lipase) and in
Methods . tPr;Ttr-::dai::rg;;l‘safely visits took place 7 days and 31 (= 1) days after the last intake of Caucasiany 16 (89) one volunteer on Day 8 of ETR treatment (increased partial
. . . . thromboplastin time
In an open-label, randomized, two-way, three-period crossover trial, 200mg ETR bid o The trial protocol was reviewed and approved by the appropriate i ethics Black 2a1) ™ . ) tent or relevant ch in laborat
. i ities: i i if . N N N ere were no consistent or relevant changes in laboratory or

was given for 8 days (Treatment A). In Treatments B and C, 200mg FLU qd or %erlr;::;:nagm:;lgliauthormes. the trial was conducted in accordance with the . Fourdvoll.;nteeriglscontmued the trial: three due to withdrawal of consent and ° cardiovascular safety parameters or physicgal examinationz
200mg VOR bid, respectively, was administered for 16 days with 14-day washout one duetoan
periods. ETR 200mg bid was co-administered during Days 8—16. ETR

pharmacokinetics were assessed on Day 8 of Treatment A and Day 16 of Treatments

B and C; FLU and VOR pharmacokinetics on Days 8 and 16 of Treatments B and C,
respectively. Pharmacokinetic (PK) parameters were obtained by non-compartmental ) i . H
analyses. Safety and tolerability were assessed. Study design (cont’d) ETR plasma PK profile VOR plasma PK profile conCIUSIOnS

[Frostmenta] [ teamems | [ teamemc | 2200 o ETR 200mg bid alone (1=16) 5,000 e VOR 200mg bid sone (1=15) e When co-administered with FLU or VOR, ETR steady-
Results 2,000 ®—e ETR 200mg bid with 45004 o—e VOR 200mg bid with . .
FLU 200mg gam (n=15) ” ETR 200mg bid (n=14)
Eighteen volunteers participated (median age 29 years; three females). PK results - e 1.800 oo ETR 200mg bt g 40001 ¢ state pIasma concentrations were increased
. ETR ETR —_ img bid (n=' @ j H H
are given below. 200mg bid 82 > YoRzmana =Y £2 3500 — post-hoc analysis of AEs in DUET-1 and DUET-2 over
washout washout > 14 g 000 2 a 2 0
— ' F  wmpnioo EE 20 g oo 96 weeks in patients with and without co-
PK parameter ETR with/ ETR with/ FLU with/ VOR with/ [ |y [ [ 8days \| |\ 8 days \| [ 8days \| 8% 1000 8% 2% . ] o q
LSMratioand  without FLU ~ without VOR  without ETR  without ETR [ | e | [ | [ [ | 75 0 4g 207 admllnlstratlon Of, FLU showed no difference in safety
90% CI (n=16) (n=16) (n=15) (n=14) A A A A A §5 600 g8 e profile (data on file)
= 40 1,000 .
Con 2.09 1.52 0.91 1.23 500 e ETR had no effect on the pharmacokinetics of FLU
(]90_23’]) (]4]_’]64) (084_098) (087_]75) A 12-hour PK analysis of ETR, determined on Day 8 of Treatment A and Day 16 of Treatment B 200 .
and Tretment C 0 : . . : - - 0 when these two drugs were co-administered at
Coo 1.75 1.26 0.92 0.95 A A 24-or 12-hour PK analysis of FLU or VOR on Day 8 and Day 16 of Treatment B and C 0 2 4 6 8 10 12 0
(1.60-1.91)  (1.16-1.38)  (0.85-1.00)  (0.75-1.21) Safety and tolerabilty were performed the trial until atleast 30 days Time (hours) Time (hours) SteadY'State
after the last trial medication intake SD = standard deviation . X . :
AUC, 186 136 0.94 1.14 ¢ VOR pharmacokinetics were slightly increased when

L L O R, U i ) co-administered with ETR; no increase was observed in
LSM = least square means; Cl = confidence interval; C_ = minimum plasma concentration;

C__ = maximum plasma concentration; AUC = ar:g under the plasma concentration-time carriers Of CYP2C19 *2 a”ele
astoss PK analyses ETR PK parameters VOR PK parameters e Co-administration of ETR with FLU or VOR in HIV-

curve from time of administration to 12/24 hours after dosing
VOR negative volunteers was generally safe and well

«  Plasma concentrations of ETR were determined using a validated LC-MS/MS method
(LLOQ 2ng/mL)

ETR alone ETR + FLU ETR + VOR

Three volunteers withdrew consent, one discontinued due to leucocyturia when

((Refercilcs%) " 1Tes:_A;D) ( (Tes:_BéD) alone VOR + ETR tolerated
: « Plasma concentrations of FLU and VOR were determined using validated LC-MS/MS ey =2 L =2 [P &3 (Reference) (Test) LSM ratio
taking FL.U. alone. The mpst frequent adverse ev_ents (AES) were hfeadad.we and methods (LLOG 20ngimlL. and 10ngimL. raspactvely) PK parameter (n=16) (n=15) (n=14) (mean £ 8D)  (mean < SD)  (TestiReference)
blurred vision (11 and eight volunteers, respectively) in the majority during VOR . Amo ol model with Jr input was used for the PK analysis Con (Ng/ML) 426 + 154 889 + 242 648 + 237 PK parameter (n=15) (n=14) (90% CI)
alone treatment. No grade 3 AEs were observed during the treatments. Cona (nG/ML) 984 + 250 1,723 + 395 1,251 + 366 C.. (ng/mL) 692 + 1.161 404 + 455 1.23 (0.87-1.75)
.. . e PKand statistical PK analyses were performed using WinNonlin Professional™ o min ’ - ) . )
Co-administration of ETR and FLU or VOR was genera”y safe and well tolerated. (version 4.1, Pharsight Corporation, Mountain View, California, USA) and SAS System AUC 21 (ng"h/imL) 8,105 = 2173 15,160 = 3,204 11,230 = 3,794 + + =
( : / Coro (NG/ML) 2871+ 1952 2455+ 799  0.95(0.75-1.21)
for Windows® version 9.1.3 (SAS Institute Inc., Cary NC 27512-8000, USA) ETR alone ETR + FLU ETR + VOR
LSM ratio (Reference) (Test A) (Test B) AUC,,, (ng*h/mL) 14,740 + 17,390 12,660 + 6,767 1.14 (0.88-1.47)
. (Test/Reference) (mean £ SD) (mean + SD) (mean * SD)
Conclusions (90% Cl) (n=16) (n=15) (n=14) REfe rences
Co-administration of ETR with FLU or VOR resulted in an increase of ETR Chin - 209(190-2.31)  152(141-1.64)
steady-state concentrations. FLU pharmacokinetics were unchanged and VOR Crax - 175(1.60-191) 126 (1.16-1.38) 1. Vingerhoets J, et al. J Virol 2005;79:12773-82.
A A q = o o - 1.86 (1.73-2.00) 1.36 (1.25-1.47)
pharmacokinetics were slightly increased when given with ETR, all at steady-state.
Combinations of ETR and FLU or VOR were generally safe and well tolerated. LG MSIMS = liqud chromatography-{andem mass spectrometry 2. Madruga JV, et al. Lancet 2007;370:29-38.
0Q = lower limit of quantiication
3. Lazzarin A, et al. Lancet 2007;370:39-48.
4. Mills A, et al. IAS 2009. Abstract MOPEB036.
. PK and safety parameters and . VOR PK - pharmacogenetic o ; ;
Introduction analyses FLU plasma PK profile differences 5. Nivoix Y, et al. Clin Pharmacokinet 2008;47:779-92.
« ETRis a next-generation NNRTI with potent activity against both wild-type HIV-1 and o Primary PK parameters 12,000 e—e FLU 200mg qam alone (n=16) «  Four volunteers had one CYP2C19 80,0001 oo *2allele present
HIV-1 resistant to first-generation NNRTIs' - Cppn (ng/mL) e—e FLU 200mg gam with *2 allele each, no homozygous e—e “2allele absent
o Two Phase Ill trials (DUET-1 and DUET-2) demonstrated significant antiviral benefit Cnax (Ng/mL) 10,000 ETR 200mg bid (n=15) ‘g:::é‘z:z:;s;zzig;&%i 2, poor 70,000
over 96 weeks of treatment with ETR in treatment-experienced patients with ~ AUC 24 (ngsh/mL) E
resistance to first-generation NNRTIs. Except for a higher incidence of rash, patients & g « Nine volunteers were identified 60,000
treated with ETR had an AE profile similar to placebo?- e Safety parameters ) 8,000 without CYP2C19 2 allele ) Ac k n OWI e d g m e nts
- i ital si 5 £ S -
« ETRis predominantly metabolized by the CYP enzymes 3A, 2C9 and 2C19, followed sf;éilcaa?z;aat(Jm%ations were evzllizttred throughouyt‘tl::zlsstlug:ys and Tz e High inter-individual variability of £ 50,0009
by glucuronidation; it is an inducer of CYP3A4 and an inhibitor of CYP2C9, CYP2C19 severity and drug relationship of AEs to ETR, FLU andfor VOR wers recorded 8‘% 6,000 \égszif;vas ;mbe It‘0 dlfffarfﬂces in 2
and P-glycoprotein ) e ) E- oo melabotzer sialus & 400001 e The authors would like to express their gratitude to the volunteers.
« FLU and VOR are antifungal agents that are used in the clinical management of fungal *  Genotyping for CYP2C9 and CYP2C19 was performed in volunteers who provided 8 4,000 o In carriers of CYP2C19 *2 allele, the 2
infections and are frequently administered to HIV-1-infected individuals consent for pharmacogenetic assessment § s :‘:t’h:':?ﬁ;r?f_nEhTEt_ianSSib'V induction € 30,0001 They also acknowledge
INNIDITI
o The majority (~80%) of FLU is renally excreted as unchanged drug; VOR is a e Statistical analyses = A > ] : :
substrate of CYP3A, 2C9 and 2C19° - descriptive statistics were calculated for the PK parameters of ETR, FLU and VOR 2,000 e Co-administration of ETR decreased 20,000 -V H|I|ewaert, J&) Pharmaceutical Research and Development,
. " N . N VOR concentrations in carriers of .
« FLU and VOR are inhibitors of CYP3A, 2C9 and 2C19 to varying extent’ - LSMratios and 90% Cls were estimated with a linear mixed-effects model o CYP2C19 *2 allele and increased 10,000 Beerse, Belglum
" - " . " . - safety parameters were evaluated by descriptive statistics and frequency T T T T y T them in volunteers without *2 allele
To support concomitant administration, an interaction study with ETR and FLU or VOR tabulations 0 4 8 12 16 20 24 U > e ’ " o
i . resulting in lower inter-individual —_
was conducted in healthy volunteers Time (hours) o s s — — ?hKa,I\‘de\:]vayI, Kzndle Clinical Pharmacology Unit, Utrecht,
e Netherlands
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