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Table 1. PK parameters of co-administered drugs in the presence of TMC125 Table 2. PK parameters of TMC125 in the presence of co-administered drugs

Mean ratio* of PK parameters for Mean ratio* of TMC125 PK parameters (90% Cl)

co-administered drug (90% CI)

Dose regimen of co-administered drug  Dose regimen of TMC125

formulation N HIV PK C AUC C . Reference
Dose regimen of TMC125 (formulation) N HIV PK C AUC C Reference ( ) status max 12h or last min

‘max 8, 12, 24h or last ‘min

© TMC125 had no clinically relevant effect on most of the drugs studied (Table 1)

—TMC125 increased exposure to FPV 69%, and decreased exposure to SIL 57%,
N-desmethyl SIL 41%, and clarithromycin 39% status

e No clinically relevant changes in TMC125 exposure were observed when TMC125

Dose regimen of co-administered drug

No dose adjustment necessary when co-administered

o New formulation (FO60; 200mg bid) with improved bioavailability provides

No dose adjustment necessary when co-administered

comparable exposure to 800mg bid (TFO35) was combined with most of the drugs studied (Table 2) _ ATVIr 300/100mg qd for 7 days 800mg bid for 14 days (TF035) 14 - 1 130 (1.17-1.44)  1.30(1.18-1.44) 126(1.12-1.42)  HIV8 2006, abstract P278
o T, =30 to 40 hours (distribution t,,, 3.9 to 5.4 hours) ~TMC125 exposure decreased 76% with TPV/r ATV/r 300/100mg qd for 7 days 800mg bid for 14 days (TF035) [ER— 097 (0.89-1.05  0.86(0.79-0.93)  0.62 (0.55-0.71)  HIV8 2006, abstract P278
e Exposure in bid dosing is approximately 4 times higher than after single dose . TMC12_5 _PK were cpmparable to historical controls when TMC125 was DRV/r 600/100mg bid for 8 days 100mg bid for 16 days (F060) 13 - o 103(098-1.09)  106(1.00-113)  1.02(0.89-1.17)  IAC 2006, abstract TuPe0086 . '
. Exposure is reduced by 50% when administered in a fasted state. TMC125 should co-adml'nlstrated with LPV/SQV/r, SQ\./, lmethadone, OC, Sl,L or FPV/r DRV/r 600/100mg bid for 8 days 100mg bid for 16 days (FO60) 14 - | 0.68 (0.57-0.82)  0.63 (0.54-0.73) 0.51(0.44-0.61) IAC 2006, abstract TuPe0086
be administered following a meal® o Interactions of TMC125 with co-administrated drugs are independent of ddl 400mg qd for 8 days 800mg bid for 16 days (TF035) 14 - < 091(058-1.42)  0.99(0.79-1.25) NA IAS 2005, abstract WePe3.3C16
i ; i formulation (Table 3)
L] .
In vitro, TMC125 is a substrate and weak inducer of CYP3A4, a substrate and Ethinylestradiol 0.035mg d for 3 ycles 200mg bid for 15 days during 3rd yle (F060) 16— 1 133(121-148)  122(113-131) 1.0 (101-118)  HIVS 2006, abstract 277 ddl 400mg qd for 8 days 800mq bid for 16 days (1F035) 15 - - 116(102-132)  111(099-125  1.05(093-1.18)  IAS 2005, abstact WePe3 3C16
weak inhibitor of CYP2C9 and CYP2C19, and a weak inhibitor of P-glycoprotein
— 6 - . i i
(ICsy = 10.5 pg/mL [24.2uM]) I?Vll)éﬁ géTfMC12|5 t(':233. PK comparison with DRV/r and TDF between two Norethindrone 1mg qd for 3 cycles e 105(0.98-112)  095(0.90-099)  0.78 (0.68-0.90)  HIV8 2006, abstract P277
® Renal elimination of the administered dose is minimal (<1.2%) ormulations LPV/r 400/100mg bid for 13 days and 1,600mg bid for 13 daysanda 13 - i 1.15(0.94-1.41)  1.17 (0.96-1.43) 1.23(0.98-1.53)  ICAAC 2002, abstract A-1824
e No drug interactions are anticipated with other drugs that are primarily rena”y LS mean ratios of AUC (95% ClI) LPVIr 490/100mg bid for 13 days 1,600mg bid for 13 days 13 - < 0.85(0.62-1.05)  0.80(0.49-1.07)  0.92(0.15-1.68)  ICAAC 2002, abstract A-1824 a single dose on Day 14 single dose on Day 14 (TF035)
N L . . L and a single dose on Day 14 and a single dose on Day 14 (TF035)
excreted (eg, NRTIs and ribavirin) Dose regimen of Dose regimen of Coadministered
W . he oh Kinetic (PK) i . b TMC125 and oth coadministered drug TMC125 (formulation) TMC125 drug
L] i i - —( -
e summarize the p armacol |net|c_( ) |nteracF|ons etween and other DRVIr 6007100mg T00mg bid 063 (054073) 06 100713 LPV 400mg bid 800mg bid for 14 days (TF035) [ 0.84(0.74-0.95)  0.82(0.70-0.96)  0.76 (0.54-1.08)  CROI 2006, abstract 575b Omeprazole 40mg qd for 8 days” 100mg single dose (F060) 18 B ) 1170096-143) 141 (1.22-162) NA IAC 2006, abstract TuPe0082
medications commonly used in HIV-infected patients bid for 8 days for 16 days (FO60)
SQV 800-1,000mg bid + < 085(061-1.19) 087(0.62-121)  0.87(0.60-1.28)  CROI 2006, abstract 575b
DRV/r 600/100mg 800mg bid for 0.67 (0.52-0.86) 1.23 (1.16-131) . _ . ,
m bid for 8 days 16 days (TF035) RTV 100mg bid ongoing regimen P 0.89 (0.69-1.15) 0.87 (0.67-1.12) 0.88(0.57-137)  CROI 2006, abstract 575 Ranitidine 150mg bid for 8 days 100mg single dose (FO60) 18 - | 0.94 (0.75-1.14) 0.86 (0.76-0.97) NA IAC 2006, abstract TuPe0082
o . ] . TDF 300mg qd 200mg bid for 0.81(0.75-0.88) 1.15 (1.09-1.21) o )
° Twenty—four clinical drug—drug interaction studies have been conducted to date for 8 days 16 days (F060) R-methadone ongoing regimen 100mg bid for 14 days (FO60) 16 - < 1.02 (0.96-1.09) 1.06 (0.99-1.13) 1.10 (1.02-1.19)  IAC 2006, abstract TuPe0084 ) ) )
Rifabutin 300mg qd for 14 days 800mg bid for 21 days (TF035) 12 - | 0.63(0.53-0.74)  0.63 (0.54-0.74) 0.65(0.56-0.74)  IDSA 2006, abstract 1059
o No effect boundary (clinical equwalgnce [imit) fgr TMIC125_|s 50-200%, based on TDF 300mg g 800mg bid for 0.68 (0.54-0.86) 1,16 (1.09-1.23) S-methadone ongoing regimen < 089(0.82-096) 0.89(0.82-096)  0.89(0.81-0.98)  IAC 2006, abstract TuPe0084
TMC125-C223 PK/pharmacodynamic (PD) relationship’ (Figure 1) for 8 days 16 days (TF035)
o Steady-state PK studies include: Rifabutin 300mg qd for 14 days 800mg bid for 21 days (TF035) 7 - 090(0.78-1.03)  0.83(0.75-0.94)  0.76 (0.66-0.87)  IDSA 2006, abstract 1059 TDF 300mg qd for 8 days 200mg bid for 16 days (F060) 23 - | 0.81(0.75-0.88)  0.81(0.75-0.88) 0.82(0.73-0.91)  ICAAC 2006, abstract A-371
—Two-way interaction studies with TMC125 and rifabutin, clarithromycin, .
didanosine (ddl), tenofovir (TDF), atazanavir (ATV), and ritonavir-boosted (/1) conC|US|0nS TDF 300mg qd for 8 days 200mg bid for 16 days (F060) [ 115 (1.04-1.27)  1.15(1.09-1.21)  1.19(1.13-1.26)  ICAAC 2006, abstract A-371
Pls ATV, darunavir (DRV) Iopinavir (LPV), and tipranavir (TPV) Clarithromycin® 500mg bid for 5 days 200mg bid for 13 days (FO60) 15 - i 1.46 (1.38-1.56)  1.42 (1.34-1.50) 1.46 (1.36-1.58)  IDSA 2006, abstract 1351
— One-way effect of omeprazole (OME) and ranitidine (RAN) on single-dose Drug interactions of TMC125 with medications commonly used in Dose adjustments of co-administered drug may be necessary
T™MC125 HIV therapy are well-characterized and manageable
) o Clarithromycin' 500mg bid for 5 days 200mg bid for 8 days (FO60) [T 066 (0.57-0.77)  0.61(0.53-0.69)  0.47 (0.38-0.57)  IDSA 2006, abstract 1351 P -
— One-way effect of TMC125 on (fos)amprenavir (FPV/r), LPV/saquinavir (SQV)/r, * TMC125 can be combined with most of the drugs studied without y o ’ o ’ Co-administration with TMC125 is not recommended
methadone, oral contraceptives (OC), single-dose sildenafil (SIL), and saquinavir : ) )
] ' ] o 14- - 133 (1.13-1. 21(1.05-1, 05 (0.90-1. 1351
(SQV) dose adjustment: 4-OH clarithromycin f 3301137156 1.21(1.05-139)  1.05(090-1.22)  IDSA 2006, abstract 135 ATV 400mg qd for 7 days 800mg bid for 14 days (TF035) 14 - ? 147(1.36-159) 150 (141-1.59)  1.58(146-1.70)  HIV8 2006, abstract p278
— Efavirenz, nevirapine, TPV/r, full-dose ritonavir and unboosted Pls ) o )
X X i i FPV/r 700/100mg bid ongoing regimen 800mg bid for 14 days (TF035) 8 + 1 1.62 (1.47-1.79) 1.69 (1.53-1.86) 1.77 (1.39-2.25)  ICAAC 2006, abstract A-370
/ Proposed no effect \ are not recommended in combination with TMC125
bound 50% - 200% . . 5 . i
- oundary (50% o) — EPV and sildenafil may require dose adjustment Sildenafil 50mg single dose 800mg bid for 13 days and a single dose EFV 600mg qd for 14 days 900mg single dose (TF002) 12 - | 0.83(0.73-0.93)  0.59 (0.52-0.68) NA ICAAC 2002, abstract A-1827
N . — Co-administration with clarithromycin is not recommended for on Day 14 (TF035) [T 0.55(0.40-0.75)  0.43 (0.36-0.51) NA IWCPHT 2006, abstract 45
< o4 . treatment of Mycobacterium avium complex N-desmethy! sildenafil - 0.75(0.59-0.96)  0.59 (0.51-0.68) NA IWCPHT 2006, abstract 45 IDV 800mg tid for 6 days 1,600mg bid for 14 days (TF034) 10 - 1 151(1.16-1.97)  1.51(1.20-1.90) 1.52(1.20-1.91)  ICAAC 2002, abstract A-1827
) ° . . . :
FV S ® TMC125 200mg bid (FO60 formulation) is the dose used in
c o ‘I - L]
=% -
&= . phase Il trials: Co-administration with TMC125 is not recommended
5, S : NVP 200mg bid for 14 days 900mg single dose (TF002) 5 - | 0.64¢ 0.45¢ NA ICAAC 2002, abstract A-1827
S3 _ q : ] f
2= 3 R . Drug interactions are independent of formulation ATV 400mg qd for 7 days 800mg bid for 14 days (TF035) [ 097(0.73-1.29)  0.83(0.63-1.09)  0.53(0.38-0.73)  HIV8 2006, abstract P278
@ .= T
_\6 >
R . ° IDV 800mg tid for 6 days 1,600mg bid for 14 days (TF034) 0 - 0.72(0.58-0.89)  0.54(0.46-0.62)  0.24(0.18-0.34)°  ICAAC 2002, abstract A-1827 RTV 600mg bid for 7 days 400mg single dose (TF002) " - I 0.68 (0.55-0.85)  0.54(0.41-0.73) NA ICAAC 2002, abstract A-1827
‘52 T e 1 ah 35 37 ab a1 15 1 o Refer nces SQV 1,200mg single dose 900mg bid 14 days (TF002) 7 - 0.54(0.34-0.86)  0.48 (0.29-0.80) NA ICAAC 2002, abstract A-1827
. . . . . |0§ AuC 12.»\ - - . . . 1. Andries K et al. Antimicrob Agents Chemother 2004;48:4680-6; 2. Vingerhoets J et al. J Virol TPV/r 500/200mg bid for 8 days 800mg bid for 16 days (TF035) 19 - | 0.29(0.22-0.40)  0.24(0.18-0.33) 0.18(0.13-0.25)  CROI 2006, abstract 583
400 bid (1=75)  ®800bid (1=75)  — Smooth spline across all patients 2005;79:12,773-82; 3. Gazzard BG et al. AIDS 2003;17:F49-54; 4. Cohen C et al. 16th International AIDS TPV/r 500/200mg bid for 8 days 800mg bid for 16 days (TF035) 19 - i 1.14(1.02-1.27) 1.18(1.03-1.36)  1.24(0.96-1.59)  CROI 2006, abstract 583 “In combination with co-administered drug versus alone; no effect = 1.00; 'Ranitidine and omeprazole were tested in the same volunteers but administered separately; *Cls not available due to limited sample size; $14-OH
Conference; August 13-18, 2006; Toronto, Canada. Poster TUPEQ061; 5. Scholler-Gyure M et al. 7th *In combination with TMC 125 versus alone; no effect = 1.00; 114-OH clarithromycin has reduced activity against Mycobacterium avium complex (MAC) and therefore the overall activity against this pathogen may be altered. An clarithromycin has reduced activity against Mycobacterium avium complex (MAC) and therefore the overall activity against this pathogen may be altered. An alternative antibacterial (ie, azithromycin) is recommended for

Figure 1. Relationship between TMC125 exposure (AUC) and change in

viral load at Week 48.

International Workshop on Clinical Pharmacology of HIV Therapy; April 20-22, 2006; Lisbon, Portugal. Poster
80; 6. Raoof A et al. 7th AAPS; 2006. Abstract M1342; 7. Kakuda TM et al. 14th Conference on Retroviruses

and Other Opportunitic Infections; February 25-28, 2007; Los Angeles, CA. Poster 560.

alternative antibacterial (ie, azithromycin) is recommended for treatment of MAC when TMC125 is administered; *C

trough’

; NA = not available

Presented at the American Conference for the Treatment of HIV (ACTHIV) 2007; May 31-June 3, 2007; Dallas, Texas

treatment of MAC when TMC125 is administered. Abbreviations: EFV = efavirenz; IDV = indinavir; NA = not available; NVP = nevirapine; RTV = ritonavir
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