. ;Table 4

'or thlmut co-admlmstratlon of TMCIZS

1 Sildenafil n Lesst squires means p-value
E sildenafit: | sildenatil Treatmmt ratw, Y -
| Test/ | TMCI2S ‘alone and 990% Cr
| Pavagueter Ref. Tes¢ Reference Test/Reference Treatment | Period Sequence
I Caner “its 87 158 53 - 40-75 0.6047 0.4502 0.4835
ag/mL - . .
AUChy 14115 248 578 43 36-51 <0001 0.4763 - 0.3892
agh/mL : . .
AUC,, 14113 263 608 43 37-51 <0001 0.5776 0.3688
* 90% confidenice interval

The LSeans 1atios of Cpax, AUChs, and AUC,, of sildenafil were decreased by 45 %, 57
%, and 57 %, respectively, when sildenafil was co- admmlstered with TMC125 as
compared to when sildenafil was administered alone.

N-Desmethyl Sildenafil

Fig 2 shows the mean plasma concentration-time profile for N-desmethyl sildenafil after
a single 50 mg dose of sildenafil, w1th and without co-admlmstratlon of TMC125 800 mg

b.id.

Fig 2: Mean plasma concentration-time prOﬁle for N-desmethyl sildenafil after a
single 50 mg dose of sildenafil, with and without co-administration of

TMC125 800 mg b.i.d. g
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Table 5 shows the pharmacokinetic parameters of N-desmethyl sildenafil, after a single
dose of 50 mg sildenafil, with or without co-administration of TMC125 800 mg b.i.d.

oY,



.- Table 3: Pharmacokmetlc parameters of N-desmethyl sildenafil, after a smgle dose

of 50. mg s1ldenafil w1th or Wlthout co—admmlstratlon -of TMC125 800 mg

b id. L
Pharmaéokinetics of - sildenafil + TMC125 sildenafil alone
N-desmethyl sildenafil " Test Reference
(meantSD, t..,.. medlan
[range])
n 14 . 15
toax, 1.75 [0.50-4.00] 2.00 {0.75-3.00]
C ax, Dg/mlL 433 + 23.1 ' 532 + 19.8
AUC;,q, ngh/mL : 110 £ 55 - 177 £ 80
AUC,, ngh/mL : 121 £ 59 194 + 83
t126eams 1 , 2.56 £ 097 3.50 + 1.01

Table 6 shows the statistical evaluation of the pharmacokinetic parameters of N-
desmethyl sildenafil, after a single dose of 50 mg sildenafil, with or without co-
administration of TMC125 800 mg b.i.d.

Table 6: Statistical evaluation of the pharmacokinetic parameters of N-desmethyl
sildenafil after a single dose of 50 mg sildenafil, with or w1th0ut co-
admmlstratlon of TMC125 800 mg b.id. .

N-desmethyl
sildenafil n - Least squares means p-value
sildenafil+ | sildenafil | Treatment ratio, %
Test / TMCI125 " alone and 90% CT*

Parumeter Ref. Test Reference Test/Reference Treatment Period Sequence
Coue. ngmb | 14} I3 38 30 73 59-96 0.0639 0.1310 0.4033
AUC,, 14] 15 98 164 39 32-68 <0004 0.1824 0.3039
ngh/ml
AUC,, 4] 15 109 182 60 32-69 <.0001 0.3120 0.2689

_xlg.h/mL
* 90% confidence interval

The LSueans ratios of Cmax, AUChst, and AUC,, of N-desmethyl sildenafil (after a single
50 mg dose of sildenafil) were decreased by 25 %, 41 %, and 40 %, respectively, when
sildenafil was co-administered with TMC125 as compared to when sildenafil was
administered alone.

Pharmacokinetic Results Summary

o Based on the cross-study comparison, the mean estimates of all the steady state
pharmacokinetic parameters of TMCI125 after co-administration with sildenafil
were similar to the mean estimates of steady state pharmacokinetic parameters of
TMC125 when administered alone.

e The LSeans ratios of Cmax, AUCis, and AUC,, of sildenafil were decreased by 45
%, 37 %, and S7 %, respectively, when sildenafil was co-administered with
TMC 125 as compared to when sildenafil was administered alone.




e LSm.ea,,s fatios of Cmax,

respectlvely, when sildenafil was co-administered w1th TMC125 as compared to
when sildenafil was administered alone, - L

Coﬁclust'on

INT. ELENCETM and sildenafil can bé co-administered without dose adjustments,
however, the dose of sildenafil may need to be altered based on clinical effect.

APPEARS THIS WAY ~
ON ORIGINAL

AUC;ast, and AUC of N-desmethyl s1ldenaﬁl (aﬁer a
. smgle 50 mg dose of sildenafil) were decreased by 25 %, 41 %, and 40 %,




Study Number

' TMC125-C161

Tltle S
Phase 1, open-label trial to investigate the pharmacokinetic interaction between tipranavir
(TPV)/ritonavir (RTV) and TMC125 at steady-state in healthy subjects.

Objectives

The primary objective of the trial was to evaluate the effect of steady state
pharmacokinetics of TPV/RTV on the steady-state pharmacokinetics of TMC125 and to -
evaluate the effect of steady-state pharmacokinetics of TMC125 on the steady-state
pharmacokmetlcs of TPV/RTV. ‘

. Study Design

Phase I, open label, randomized, 2-way crossover trial. 24 subjects were randomized to 2
panels (panel 1 and panel 2) in a 1:1 ratio (12 subjects in each panel). Each panel
consisted of two sessions (separated by a washout period of at least 14 days): session A
and session Bl for panel 1, and session A and session B2 for panel 2. Within each
panel, the subjects were randomized equally to the two sessions.

Session A:

800 mg b.i.d. TMC125 for 7 days with an additional morning dose on day 8. The PK
during the 12-hour dosing interval for TMC125 was assessed on day 8. ‘

Session B1:

Subjects received TPV/RTV 500/200 mg b.i.d. for 15 days with an additional morning
dose on day 16, co-administered with 800 mg b.iid. TMC125 from days 9 through 15,
with an additional morning dose on day 16. The steady state (12-hour) PK of TMC125
was assessed on day 16 to evaluate the effect of TPV/RTV on the PK of TMC125.- The

_ PK during the 12 hour dosing interval for TPV/RTV were determined on day 8 and day

16 to investigate the effect of TMC125 on the pharmacokinetics of TPV/RTV.
Session B2:

Subjects received TPV/RTV 500/200 mg b.i.d. for 15 days with an additional morning
dose on day 16, co-administered with 800 mg b.i.d. TMC125 from days | through 7, with
an additional morning dose on day 8. The steady state (12-hour) PK of TMCI25 was
assessed on day 8 to evaluate the effect of TPV/RTV on the PK of TMC125. The steady
state (12-hour) PK of TPV/RTV was determined on day 8 and day 16 to investigate the
potential effect of TMC125 on the pharmacokinetics of TPV/RTV.




Prlor to the first mtake in each session, subjects had to be fasted ovemlght for at least lO .
hours (except for the intake of water which was allowed until 2 hours before intake .of -

trial medication). The trial medication (TPV/RTV and. TMC125) was to be taken under

fed conditions, within' 15 minutes after completion of 2 meal. The evening intake (mainly -

- at home) of the medication(s) was to be taken within 15 minutes of completion of the
meal with approximately 200 mL of water. The subjects were admitted to the testing
facxhty the night before pharmacokmetlc sampling days (day 8 of session A, session B1,
or session B2 and day 16 of session Bl and session B2) and were discharged the next
day.

Investigational Product(s)

TMCI125 was formulated as TF035; this tablet formulation contains 200 mg TMC125

~— HPMC «—— ,lactose ~— _ — .. The .

batch number used was D03 109 (expiry date: December, 2004). TPV was supplied as a

liquid-filled soft gelatin capsule containing 250 mg TPV; the batch number used was PD- -

2448B (expiry date: July 2005). RTV was supplied as a 100 mg capsule; the batch
number used was 16238V A (expiry date: April 2006).

Assay Methods

The plasma concentrations of TMC125, TPV, and RTV were determined using a
validated liquid chromatographic with tandem mass spectrometry (LC-MS/MS) method.
The lower limit of quantification (LLOQ) was 2 ng/mL for TMCI125, 1000 ng/mL for
TPV, and 25 ng/mL for RTV.

Pharmacokinetic and Statistical Data Analysis
Pharmacokinetic Analysis

Pharmacokinetic and statistical analysis was performed using SAS System for Windows®
version 8.2 (SAS Institute Inc., Cary, NC). A non-compartmental model . with
extravascular input was used for the pharmacokinetic analysis.. Based on the individual
plasma concentration-time data and using the scheduled sampling times, the standard
pharmacokmetlc parameters were calculated

Statistical Analysts

A total of 12 subjects per panel were included in this exploratory crossover trial. A
minimum of at least 10 subjects completing all the sessions were considered sufficient to
allow for relevant conclusions. Descriptive statistics were calculated for the plasma
concentrations of TMCI125, TPV, and RTV. The statistical analysis was performed for
TMCI25 by using treatment with TPV/RTV as test treatment and treatment without
TPV/RTV as reference treatment. The statistical analysis was performed for TPV/RTV
by using treatment with TMCI125 as test treatment and treatment without TMC125 as
reference treatment. The primary pharmacokinetic parameters were Con, Cin, Cizh, Crnax

s
T
i



and AUCy, for TMC125 TPV and RTV on the 1ogar1thm1c scale.
palred or unpaired, for the'test and referénce were-included in the statlstlcal analysis.

RESULTS

Subject Disposition and Demographics »

-

All observations

Q
/

Out of the 71 subjects screened, 24 subjects were randomized to the two panels and

started treatment. Fig 1 shows the subject disposition in the trial.

"N = 71 subjects screened |

Fig 1: Subject Disposition in Trial TMC125-C161

N =47 screening

failures
[ N =24 subjects randomized and treated ]
Panel I: Panel I1:
Sessions A and B Sessions A and B2
n=12 n=12
I ’ I
T | ,
Sequence A/B1 Sequence BI/A Sequence A/B2 Sequence B2/A
n=6 n=6 n=6 n=6 .
1 dropout (AE) 3 dropouts (AE) 3 dropouts (AE) 2 dropouts (AE)
{ n=5completed | [ n=3 completed | I a=3 completed | [ n=4completed |}

Session A: 800 mg TMC125 b.i.d. for 7 days and once daily (q.d.) on Day 8.
Session B1: 5007200 mg TPV/RTV b.i.d. for 15 days and q.d. on Day 16; 800 mg TMCI25 b.i.d. from Days 9 to 15

and q.d. on Day {6.

Session B2: 500/200 mg TPV/RTV b.i.d. for 15 days and q.d. on Day 16; 800 mg TMC1253 b.i.d. from Days U ta 7

and q.d. on Day 8.

Table 1 shows the demographics in the trial.
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. TablelDemographlcsanalTMCHS—ClGl RERR

Deutogeaphic Panel I . Panei 14 All Pagels
Paramefer ) ) N=12 N=1 N=24 _
Af;- Y““[.  anae 39.0(19:35) 315 (23-34)  315(19-55)
H;‘S*“'[ " cm ) 177.5(165-192) 181.0 (156-194) 178.0 (156-194)
‘Y‘.‘S'Q“‘? ) ' ' 80.5 (68-103) - 73.5 (50-102) < 785(50-103}
¥y
B&‘;ﬁ“‘[ , © O 253(1930) 22.4(1930) 249 (19-30)
Gender. n (%)
Male 10(833) . . 9(@@50), 19(79.2)
Female 2(167) 3(25.0) 5 208)
Ethnic onigin, & (%)
White/Caucasian 12 (100.0) uELY 23 (95.8)
Oricutal/Asian 1(8.3) 1 (4.2)
Type smoker, n (%)
Light smoker S@LD) 3(25.0) $(31.3)
Noasmoker 7(58.3) 9 (75.0) 16 (66.7)
Pharmacokinetics

Table 2 shows the subjects who dropped out of the study and the available .
pharmacokinetic data from those subjects.

Table 2: Drop Out Subjects from Trial TMC125-C161

Last Profile(s) Profile(s) Profile(s)
CRF ID | Sequence Measurement TMC125 Alone { TPV/RTV Alone | TMC12S + TPV/RTV
1610002 BlI/A B1: Day 5, predose no no no :
1610017 B2/A B2:Day8, 12h* " no ) no yes
1610019 BI/A Bl: Day 11, predose no yes no
1610026 BiI/A  |Bl: Day 7, predose” no yes no
1610028 A/Bl B1: Day 7, predose yes no no
1610047 A/B2 B2: Day {, predose yes no no
1610051 A/B2 B2: Day 13, predose yes no yes
1610053 A/B2 B2: Day 11, predose yes . no yes .
1610070 B2/A B2:Day8, 12h* no no yes
Number available profiles (total) n=19 ‘n=17. n=19

* no dropout sample taken

T™MCI125
Fig 2 shows the mean plasma concentration-time profile of TMC125 after 8 days of

dosing with TMCI125 800 mg b.i.d., with or without co-administration of TPV/RTV
500/200 mg b.i.d. (panel 1 and panel 2 combined)
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) : Fig 2¢ ‘Mean’ plasma concentratlon-tlme profile of TMC125 after 8 days of dosing "’
with TMC125 $00 mgb.i.d:; with or without co-admmlstratlon of TPV/RTV
500/200  mg b.i.d. (panel 1 and panel 2 combmed)
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Table 3 shows the pharmacokinetic parameters of TMC125 800 mg b.id., with or;
without co-administration of TPV/RTV.

- Table 3: Pharmacokinetic parameters of TMC125 800 mg b.i.d., w1th or without co-
administration of TPV/RTV

Pharmacokinetics of TMC125 TMC125 + TPV/RTV TMC125 Alone
mean + SD, t,.,.; median (range) Test Reference

n 19 19

tues, 3.0 (2.0-5.0) 4.0(2.0-8.0)
Con, ng/mL 214 + 259 676 + 254
Casin, g/l 183 + 234 - 625 + 227
Caiex, Dg/ml 456 + 307 1263 + 345
AUC, ngVmL 3697 + 3336 11236 + 3210
Cecarr ng/ml 308 + 278 936.+ 267

FI, % 105.5 + 39.7 69.6 + 13.9

Table 4 shows the statistical evaluation of the pharmacokinetic parameters of TMCI125

800 mg b.i.d., with or without co-administration of TPV/RTV.




Table4 Statlstlcal evaluatlon of the pharmacokmetic parameters: of TMCIZS 800 ..
o +7 mg bid. d., with or: wnthout co-admlmstratlon of TPVRTYV-

TMCIZS . n I.Smeans ' p—Value
. TMC125 | TMC125 |Treatment Ratio, % ]
) Test/ +TPV/RTV Alone and 90% CI -

Parameter Ref. - Test - Reference Test/Reference Treatm. | Period [Sequence
Cep, ng/mL 19 ] 19 © 143 751 19 13- 27 <0001 0.2204 0.7551
C i, ng/ml, 19 { 19 122 680 .18 13- 25 <6061 0.1967 0.6690
Cp Ag/ml. 19 | 19 379 1288 29 22 - 40 <.0001 0.5748 0.5189
AUC 2, 19 19 2863 11965 24 18- 33 <.0001 03411 0.5912

 ng /mlL —
n Median ) p-Value (Koch Analysis)
TMC125 TMC125 i
. Test/ | +TPVIRTV Alone
Parameter Ref. Test Reference Treatment Period Sequence
| buae, b 19 | 19 3.0 4.0 .0.2450 0.7102 ° 1.0000

The results of the statistical analysis showed that co-administration of TMC125 with
TPV/RTV decreased the LSneans Of Con, Crniny Crnax, and AUC 5, of TMC125 by 81 %, 82
%, 71 %, and 76 %, respectively, as compared to when TMC125 was administered alone

TPV

Fig 3 shows the mean plasma concentration-time profile of TPV (administered as
TPV/RTV 500/200 mg b.i.d.) after 8 days of dosing with or without TMC125

Fig 3: Mean plasma concentration-time profile of TPV (administered as TPV/RTV
500/200 mg b.i.d.) after 8 days of dosing with or without TMC125
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Table 5 shows the pharmacokinetic parameters of TPV (administered as 500/200 mg
b.i.d. TPV/RTV) with or without co-administration of TMC125.
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Table 5: Pharmacokmetlc parameters of TPV (admmlstered as 500/200 mg b. id.
N TPV/RTV) with or without co-admiinistration of TMC125° =~

powe L . Sl A

TPVIR-TV Alone.

P L tpe-

3 TPV/RTV#TM'C_iz's

,Pharmacokinetics o'f'TP"V

mean + SD, {,: median (range). .Test. e .- Reference

n 19 17

tyap b 4.0(2.0-5.0) : 3.0 (1.5-5.0)
Cop, ng/ml 308 +264 . 225+ 134
Cian, ng/mlL 292 +£26.2 216 £11.7
Couin, ng/mL 255+243 i8.6 + 104
* Coar ng/mL 77.8 £ 305 685 +£225
AUC . ng.h/mL 6074 £ 3291 503.1 + 1883
Cy v ng/mL 50.6 +27.4 419 + 157
FlL%, .. 117.7£372 . 1265+ 285

Table 6 shows the statistical analyéis of the pharmacokinetic parameters" of TPV .
(administered as 500/200 mg b.i.d. TPV/RTV) with or without co-administration of
TMC125.

Table 6: Statistical analysis of the pharmacokinetic parameters of TPV
- (administered as 500/200 mg b.i.d. TPV/RTV) with or wnthout co-
administration of TMC125.

TPV n LSmeans p-Value
" TMC125 TPV/RTV | Treatment Ratio,
Test/ +TPV/RTV Alone % and 90% CI1
Parameter. | = Ref. Test Reference Test/Reference Treatm. | Period | Sequence]
Con. tg/nL, 19 17 24.6 19.3 127 101 - 161 0.0905 0.0159 0.0006
Cpap, pig/ml 19117 236 18.8 125 107-148 | 0.0296 0.0014 0.0012
Coig. g/mlL 19 17 19.6 15.8 124 96 - 159 0.1537 0.0130 0.0012
Copx. ftg/mlL 19 17 76.0 66.7 114 102 - 127 0.0600 0.0710 0.0042
AUC, 4, 19 17 569.8 481.4 118 103-136 0.0522 0.0815 0.0021
| puglvmi
n Median p-Value (Koch Analysis)
T™MC125 TPV/RTV
Test / +TPV/RTV Alone
Parameter Ref. Test Reference Treatment Period Sequence
[ tooe B 19° | 17 4.0 3.0 0.2350 0.6628 0.8368

n= 17 for Koch analysis

For Cop and Cpy,, no significant treatment effects were observed after the combined
treatment compared to TPV/RTV alone. The Ciz increased by 25 %; however, there
were significant sequence and period effects for this comparison. The Cpax and AUC 21
of TPV increased 14 % and 18 %, respectively; however, there was a significant
sequence effect.

RTV

Table 7 shows the pharmacokinetic parameters of RTV after administration of TPV/RTV,
either alone or in combination with TMC125.



‘ Table 7 Pharmacokmetlc parameters of RTV after admlmstratlon of TPV/RTV
elther alone or:in comblnatlon Wlth TMCIZS : L

Pﬂarmacakmetlcs of RTV:~ TPV/RTV B 'IMCIZ: - TPV/RTV Alone -
mean + SD t,m medwn (range) Test | _ Reference
tm h 4.0 (2.0-5.0) 5.0 (1.0-5.0)

Cot ng/mL 261 + 202 178 + 247

Cyap, ng/mL 121 + 109 124 + 90

Coe ng/mL. 97 £ 87 84 + 85

Cux, ng/mL 2237 + 1053 1874 + 861

-AUCqy, ng.WmL 10561 5076 8542 + 3952 .

Cosav. ng/ml 880 + 423 712 + 329

FI, % 2479 £ 434 2550+ 454 ]

Pharmacokinetic Results Summary

e Co-administration of TMC125 with TPV/RTV decreased the LSmeans of Cot, Cﬁm,__

Crnax, and AUCy, of TMC125 by 81 %, 82 %, 71 %, and 76 %, respectively, as

compared to when TMC125 was administered alone.

) Co-admlmstratlon of TMC125 with TPV/RTV mcreased the LSneans of Co, Cmm,
Cuuax, and AUCqp, of TMC125 by 27 %, 24 %, 14 %, and 18 %, respectively, as

' compared to when TPV/RTV was administered alone

Conclusion

Based on the decrease in the systemic exposure of TMCI125 (76 %) when TMCI125 was
co-administered with TPV/RTV as compared to when TMCI25 was administered

alone, TMCI25 should not be co-administered with TPV/RTV.

APPEARS THISWAY
ON ORIGINAL
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~ Study Nimber” . - -
‘TMC125-C164

Title
 Phase I, open-label, randomized, 2-way crossover trial to investigate the pharmacokinetic -
interaction of steady-state TMC125 and atorvastatin in healthy subjects. ‘

Objectives

The primary objective of the present trial was to determine the effect of steady state
plasma concentrations of TMC125 (TF035) on the pharmacokinetics of atorvastatin and
atorvastatin metabolites (atorvastatin lactone and 2- and 4-hydroxy atorvastatin) and to
determine the effect of steady state plasma concentrations of atorvastain on the steady
state pharmacokinetics of TMC125.

Study-Design

Phase 1, open label, randomized trial. The trial was divided into two treatment sessions
in which atorvastatin alone (treatment A) or a combination of TMC125 and atorvastatin
(treatment B) was given. Subjects randomized to sequence 1 started with treatment A
and subjects randomized to sequence 2 started with treatment B in session 1. After-a
washout of 14 ‘days, subjects randomized to treatment A in session 1 were admlmstered
treatment B in session 2 and subjects randomized to treatment B in session 1 were
administered treatment A in session 2. All the medications were administered within 10
minutes after completion of breakfast.

The following two treatments were administered:
Treatment A: 40 mg atorvastatin q.d. for 4 days.

Treatmient B: TMCI125 800 mg b.i.d for 13 days with co-administration of 40 mg
atorvastatin q.d. from day 8§ to day 11.

Full pharmacokinetic profiles of atorvastatin, atorvastatin lactone and 2- and 4-hydroxy- -
atorvastatin were determined on day 4 of treatment A and on day 11 of treatment B. A -
full pharmacokinetic profile of TMC125 was determined on day 7 and day 11 of
treatment B.

Investigational Product(s)
TMCI125 was provided as TF035, a tablet containing 200 mg of TMCI25 ——

hydroxypropylmethylcellulose (HPMC) - «~— lactose —_—
The batch # was D03109 and the expiration date was

Feb 1, 2005.
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i Atorvastatm (L1p1t0r®) was provided as a 10 mg tablet. The batch # was 0290024NH and : ~;.~;' N |

- the expiration date was Jan 31 2007

Assay Methods

The plasma concentrations of TMC125, atorvastatin, atorvastatin lactone, 2-, and 4-
hydroxy atrovastatin were determined using a validated liquid chromatographic with
tandem mass spectrometry (LC-MS/MS) method. The lower limit of quantification
(LLOQ) was 2 ng/mL for TMCI125 and 0.5 ng/mL for atrovastatin, atorvastatm lactone,
. and 2- and 4-hydroxy atrovastatin. :

Pharmacokinetics and Statistical Data Analysis

Pﬁarmacokineﬁc Analysis

Pharmacokinetic and statistical analysis was performed using SAS for Windows® version
8.2. ‘Based on the individual plasma concentration-time data and using the scheduled
sampling times, the standard pharmacokinetic parameters were derived.

Statistical Analysis

The -brimafy pharmacokinetic parameters were C;mx, C@in, and AUC,, for TMC125 and
Cumax and AUC,y, for atorvastatin and the atorvastatin metabolites on the logarithmic
scale. All the observations for test and reference were included in the statistical analyses.
RESULTS

Subject Disposition and Demographics

Out of the 33 subjects screened, 16 subjects were randomized and started treatment. 13 .
subjects failed the screening procedure (11 subjects did not meet the eligibility criteria
and 2 subjects withdrew consent) and 4 subjects were designated as reserve subjects. All

the subjects (n = 16) randomized to start treatment completed the trial.

Table 1 shows the demographic data in the trial:




Table 17 Demograplucs m Trial TMC125-C164

Group 1 Group I AllSubjects
Parameter N=§ .| .N.:Ps N=16.
Median (range) - b 31001951 | 435453 | 395(19-53)
Height, cm ’ :
Median (range) 173.5 (159-180) 184.0 (181-191) 180.5 (159-191)
Weight, ke ’ s
Median (rangc) 67.5 (60-86) 82.0 (74-98) 76.5 (60-98)
BML kg/m” -
Median (vange) 23.9(19-27) 24.8 (21-29) 24.2 (19-29)
Seull) - : : : -
Male 6(75.0) 8 (100.0) 14(87.3)
Female 2(25.0) 0 2(12.5)
Eilinic Otigin, 1 (%)
Caucasian/White 6(75.0) . 8(100.0) 14(87.5)
Black 1{12.5) 0 1(63)
Othier 1{12.5) Q 1(6.3)
Type of Smaker, n (%)
Nonsmoker 331.9) 4(50.0) 7(43.8)
| Light 5 (62.5) 4(50.0) 9(56.3)
N = namber of subjects :
Pharmacokinetics

T™CI125

Fig 1 shows the mean steady state plasma concentration-time proﬁlcs of TMC125 w1th

and without co-administration of atorvastatin in healthy subjects.

Fig l: Mean steady state plasma concentration-time profiles of TMC125, with

and without co-administration of atorvastatin in healthy subjects
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Time after dosing (h)

*: artfunetic mean

The mean plasma concentrations of TMC125 were similar when TMC125 800 mg b.i.d.

(TF035) was administered with or without atorvastatin.

Table 2

shows the
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phannacokmetlc parameters-of 800 mg: TMCIZS b.id. (TF035) aﬁer admlmstratlon w1th
and w1thout 40 mg q d atorvastatm ' »

Table 2: Pharmacokmetlc parameters of. 800 mg TMC125 b.id. ( F035) after
administration with and without 40 mg q.d. atorvastatin

Pharmacokinetics.of TMC12S | TMCIZS + Atorvastatin TMC125 alone
(mean + SD, t,,,.: median . Test . Reference
[range}]) : _

n o i 16 © 16

fou B . 3.0 [2.0-6.0] 3.0[1.5-6.0]
Con, ng/ml. _ ) 907 +240 840+ 167
Caieo ng/mL 847 £207 760 + 139
Conax, ng/ml 1514 + 367 1548 + 339
AUC,y, ng /ml. ’ 14008 + 3290 13816 + 3044
Ci o ng/mL ' 1175 £ 274 1151 + 254
FI, % 562+125 v 679+137

Source: Supporting Data Display 9
The Cppax and AUC 2, of TMC125 were similar when TMC125 800 mg b.i.d. (TF035)
was administered with and without 40 mg q.d. atrovastatin.

Table 3 shows the statistical analysis of the pharmacokinetic parameters of TMC125,
with and without administration of atorvastatin. -

Table 3: Statistical analysis of the pharmacokinetic parameters of TMC125, with
and without administration of atorvastatin

TMCI12S n Least squarées means p-value

TMCI125 TMC125 | Treatment ratio, %
. Test/ | +Atervastatin alone and 90% CI"
Parameter Ref. |- Test Reference Test/Reference Treatinent Sequence
Coao. g/l 16 | 16 826 749 {10 102-119 0.0361 0.7859
Coer, Bg/mL 16 | 16 C 4 1511 97 93-102 . 0.3350 0.8854
AUCy ngh/mL | 16 | 16 13738 13502 102 97 - 107 - 0.3636 0.7918

* 90% confidence interval (CI).
Source: Appendix 7.3.6, Pharmacokinetic Data

The LSneans ratios of Cpin, Cimax, and AUCz, of TMC125 were not significantly altered
(all changes < 10 %) when TMC125 was administered with and without atorvastatin.

Atorvastatin

Fig 2 shows the mean plasma concentration-time profile of atrovastatin, with and without
co-administration of TMC125.
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. Fig 2:"Mean plasmia’ concentratlon-tlme proflle of atrovastatm, WIth and Wlthout co-
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Table 4 shows the pharmacokinetic parameters of atorvastatin, with and without co-
administration of TMC125.

Table 4: Pharmacokinetic parameters of atorvastatin, with and without co-
administration of TMC125

Pharmacokinetics of atorvastatin TMC125 + atorvastatin Atorvastatin alone
(mean + SD, t,,, median [range]) Test Reference
N 16 16
tmax. 11 1.5 {0.5-4.0] 2.0{0.5-4.0]
Con, ng/mL NQ 0.85+0.60
Coinr Dg/mL NQ 0.82 £0.55
Coux, Dg/mL 11.5+£604 11.0+586

- AUC,4, ng.b/mL 52.6+29.4 82.7+403
C,, av. ng/mL 219+123 345+ 168
FIL% = - 521.2+1783 3152+£1794

NQ = not quantifiable
Source: Supporting Data Display 14

Table 5 shows the summary of the statistical analysis of the pharmacokinetic parameters
of atorvastatin, with and without co-administration of TMC125.



“Table 5:..Summary of the statlstlcal analysns of the pharmacokinetic.; parameters of -
atorvastatm, with and without co-administration of TMC125 .

-Atorvastatin W] . ; _pevalae
- , | TMC125 “Treat: C
Test/ . ﬂtorvastatin 1€ 03 -
| Patameter Ref. Test Reference T Periad | Seqiienge.
Coee, B/ 16116 1009 966 104 | 84-130 04910 | 0.1029
 AUC,4, tichvinl. | 16.] 16 472 74.8 63 58-68 . Q4107 02984 |
* 90% confidence inferval )

Soutce: Appendix 7.3.6, Pharmacokinetic Dats

The LSmeans ratios of Cpax of atorvastatin was not significantly altered, however the
LSmeans ratios of AUC,4p of atorvastain was decreased by 37 % when atorvastatin was co-

administered with TMC125 as compared to when atorvastatin was administered alone.

2-hydroxy-Atorvastatin

Fig 3 shows the mean plasma concentration-time profiles of 2-hydroxy-atorvastatin when
atorvastatin was dosed with and without co-administration of TMC125 800 mg b.i.d.

Fig 3: Mean plasma concentration-time profiles of 2-hydroxy-atorvastatin when
atorvastatin was dosed with and without co-administration of TMC125 800

mgbld

‘plasma conc. ng/mL

2_ OH—ATORVASTATIN

4 &2 Atorvastatin (n=16)
@ oo TMC125+ Atorvastatin (n=16)

Time after dosing (h)

meén*

The mean plasma concentration-time profile of 2-hydroxy-atorvastatin was higher when

atorvastatin was co-administered with TMCI125 as compared to when atorvastatin was
administered alone.

Table 6 shows the summary of the pharmacokinetic parameters of 2-hydroxy atorvastatin
after administration of atorvastatin with and without TMC125.
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Table 6: Summary of the pharmacokl tlc parameters of’ 2-hydroxy atorvastatm R
- -aftéer.administration of: ator\fastatm with'and without TMCI25%57 4.

Pharmacokineﬁcs of “nie TMCL25 + atorastatin’ ||~ Alorvastatin alone
2-hydroxy-atorvastatin ' ' ‘ Test - "~ Reference
(mean + SD, t..: median {range]) : -

] 16 ’ 16
tpec B 4.0{1.0-6.0 3.0[0.5-6.0]
Cop., ng/mbL 096 +0.55 1.08 + 041
Cyin, ng/rall 0.79 £ 047 1.05+041
Coax, ng/mL 13.66 +6.14 7.40 £2.25
AUCy, ng.h/ml 109.8+46.8 : 8294264
Cis, av» Dg/mL 4357+195 345+1.10
F1, % 2823 +47.2 186.7 +41.9

Source: Supporting Data Display 19

Table 7 shows the summary of the statistical analysis of the pharmacokinetic parameters
of 2-hydroxy-atorvastatin afier administration of atorvastatin with and without TMC125.

Table 7: Summary of the statistical analysis of the pharmacokinetic parameters of
2-hydroxy-atorvastatin after administration of atorvastatin wnth and

WIthout TMC125
2-hydioxy-
atorvastatin n Least squares means p-valae
) e TMCI125 Atorvastatin | Treatment rafio, %
Purameter Test/ | +atorvastatin alone and 90% CI" .
Ref. Test Reference Test/Reference - | Treatm. | Period | Sequeuce
Coug. DgmL 161 16 12.45 7.05 176 160 - 194 <0001 { 0.0397 | 0.0676
AUC. nghvml | 16 | 16 100.9 79.2 127 119-136 <0001 {.0.0053 | 0.2092.

* 90% confidence interval
Source: Appendix 7.3.6. Phanmacokinetic Data

The LSeans ratios of Cpax and AUC,4p of 2-hydroxy atorvastatin were increased by 76 %
and 27 % respectively, when atrovastatin was administered with TMC125 as compared to
when atorvastatin was administered alone.

4-hydroxy-Atorvastatin
The plasma concentrations of 4-hydroxy atorvastatin were below the LLOQ for the
majority of subjects in both the treatments. Therefore, plasma concentrations times were

not generated and pharmacokinetic and statistical analysis was not conducted.

Atorvastatin Lactone

Fig 4 shows the mean plasma concentration-time profiles of atorvastatin lactone when
atorvastatin was administered with and without TMC125 800 mg b.i.d.
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Fig 4:. Mean plasma concentratlon-tlme proﬁles of atorvastatm 1actone When
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Table 8 shows the summary of the pharmacokinetic parameters of atorvastatin lactone
after administration of atorvastatin with and w1thout TMC125. e

Table 8: Summary of the pharmacokinetic parameters of atorvastatin lactone after
administration of atorvastatin with and without TMC125 '

Pharmacokinetics of atorvastatin TMC125 + atorvastatin ] Atorvastatin alone
lactone Test Reference
(mean + SD), t,,,. median [range])

o 16 16

| S 2.0{1.0-4.0] 3.0 {1.0-9.0]
Con, ng/mL NQ 095+044
Coin, ng/mL NQ 0.91+£042
Conax, ng/mL 386+2.13 6.04+£2.87
AUC,4, ngvmL 286+ 172 709 +£304
Cy;. av» ng/mlL 1.19£0.72 295+1.27
FL % 305.2+579 172.7+419

NQ = not quantifiable
‘Source: Supporting Data Display 25

The results of the pharmacokinetic analysis showed that the mean Cpax and AUC244 of
atorvastatin lactone were lower when atorvastatin was combined with TMCI125 as

compared to when atorvastatin was administered alone.

Table 9 shows the summary of the statistical analysis of the pharmacokinetic parameters
of atorvastatin lactone after administration of atorvastatin with and without TMCI125.
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Table 9: Summary of the statlstlcal analysis of the pharmacokmetlc parameters of

atorvastatin lactone after administration of atorvastatm with and WlﬂlOllt o o

' TMCIZS
okt " ) Leasfsquates means pvalae
IMCIZS. | Atorvastatin | Treatment cati T -
o Test/ | +ito tin | alone 1
Parameter - Ref; . Reference: | Test/Reference - | 7 - Per__ig_d Seguence
16| 16 544 62 | 56-60 | <0001 | 053635 | 0.7167
nghvml | 16 | [6 65.1 38 24-‘42 <0001 0.1230 | 09682

# 90% confidence int_erval
Source: Appendix 7.3.6; Pharmacakinetic Data

The LSmeans ratios of Crmax and AUCy4; of atorvastatin lactone were ‘decreased by 38 %
and 62 % respectively, when atrovastatin was administered with TMC125 as compared to
when atorvastatm was administered alone

Pharmacokinetic Results Summary

¢  The LSgeans ratios of Cuin, Crmax, and AUCa of TMC125 were not significantly
altered (all changes < 10 % ) when TMC125 was admmlstered with and without
atorvastatin.

¢ The LSmeans ratios of Cex 0f atorvastatm was not significantly -altered, however
the LSpems ratios of AUC,4 of atorvastain was decreased by 37 % when
atorvastatin was co-administered with TMC125 as compared to when atorvastatin
was administered alone.

o The LSmeans ratios of Cuax and AUCy4y of 2-hydroxy atorvastatin were increased
by 76 % and 27 % respectively, when atrovastatin was administered with
TMC125 as compared to when atorvastatin was administered alone.

¢ The LSeans ratios of Cmax and AUCa4p, of atorvastatin lactone were decreased by
38 % and 62 % respectively, when atrovastatin was administered with TMC125
as compared to when atorvastatin was administered alone.

Conclusion
The combination of INTELENCE" and atorvastatin can be given without any dose

adjustments, however the dose of atorvastatm may need to be altered based on the ‘
clinical response. ' '
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‘Study Number, . ... . .
TMC125-C165 .

Phase I, open- label randomized two-way crossover’ trlal to investigate the
pharmacokmetlc interaction between-paroxetine and. TMC125 at steady-state in healthy
subjects

Objectives

" The primary objectives of the trial were to determine the effect of steady state
- concentrations of TMC125 on the steady state pharmacokinetics of paroxetine and to
determine the effect of steady state concentrations of paroxetme on the steady state
pharmacokinetics of TMC125

Study Design

Open label, randomized, 2-way crossover trial. 16 subjects were equally randomized to
either panel 1 or panel 2. Subjects randomized to panel 1 started with treatment A
followed by treatment B and subjects randomized to panel 2 started with treatment B
followed by treatment A. There was a washout period of at least 14 days between the
two treatments. The. following treatments were administered:

Treatment A: 7-day treatment with paroxetine 20 mg q.d.

Treatment B: 14-day treatment with TMC125 800 mg b.i.d. co-administered with 20
mg paroxetine q.d. from day 8 through day 14.

A full pharmacokinetic profile of paroxetine was determined on day 7 of treatment A
and on day 14 of treatment B. A full pharmacokinetic profile of TMCI125 was
determined on day 7 and day 14 of treatment B. :

Investigational Product(s)
TMC125 was formulated as TF035; this tablet formulation contains 200 mg TMC125

— HPMC lactose =~ —— The
batch number used was D03 109 (expiry date: Feb, 2005).

Paroxetine (Deroxat®) was provided as 20 mg tablets. The batch # was 4227 and the
expiry date was June 2007.
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Assay Méthods
Thet plasma concentratlons of TMC125 and paroxetme were determmed using a vahdated
liquid chromatographicwith tandem mass spectromety (LC-MS/MS) method. The lower
limit of quantification (LLOQ) was 2 ng/mlL for TMC125and 0.1 ng/mL for paroxetine.
Pharmacokinetic and Statistical Data Analysis

Pharmacokinetic Analysis

Pharmacokinetic and statis_ﬁcal aﬁalysis was performed using SAS System for Windows®
version 8.2 (SAS Institute Inc., Cary, NC). A non-compartmental model with
extravascular input was used for the phalmacokmetlc analysis. Based on the individual

plasma concentration-time data and using the scheduled samplmg times, the standard
pharmacokinetic parameters were calculated.

Statistical Analysis
A total of 16 subjects was considered sufficient to allow for relevant conclusions. The _
primary pharmacokinetic parameters were Con, Crnin, Crnax, and AUC 21, of TMC125, and
Cotrs Crmins Cruax, and AUCo4, of paroxetine on the logarithmic scale.

RESULTS

Subject Dispositibn and Demographics

Out of the 29 subjects screened, 16 subjects were randomized to two panels and started
treatment. One subject (randomized to sequence A-B) dropped out of the trial due to

maculopapular rash during combined TMC125/paroxetine treatment (session 2).

Table 1 shows the demographics in trial TMC125-C165.

APPEARS THIS WAY
DM ODIGINAY
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Table 1: Demographics in Trial TMC125.-C‘165v »

Parameter - ' 1. M'S ub]ects e
o T CUN=16 | )
Age, yoars | = DN -
Median (range) C . 29.0(21-38).
Height, cm : S
Median (range) 182.0 (163-194)
Weight, kg :
Median (range) 74.5 (64-107)
BMI, kg/m’
Median (range) 23.7 (20-30) -
Sex, n (%) ' ‘ '
Male . _ 16 (100.0)
Ethnic Origin, n (%)
White 12 (75.0)
Black : 4(25.0)
Type of Smoker, n (%)
Light* 5(13)
Nonsmoker 11 (68.8)

* No more than 10 cigarettes or 2 cigars or 2 pipes per day
Source: Supporting Data Display 4

Phér'macokinetics

Due to 1 discontinuation during session 2 (subject was randomized to sequence A-B), ..
pharmacokinetic profiles were available for 16 subjects for TMCI125 alone and
paroxetine alone, and for 15 subjects for the pharmacokinetic profiles of both drugs
during the combined administration. ' ‘

Fig 1 shows the mean plasma concentration-time profiles of TMCI25 after

administration of TMCI125 800 mg b.id. (formulation TF035) with or without co-
administration of paroxetine 20 mg q.d.

APPEARS THIS WAY
0N ORIGINAL
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Flg 1 ‘Méan' plasma concentraﬂon-tlme profiles of TMCIZS after admm‘lstratlon of
TMC125 800 mg b.i.d. (formulatlon TF035) w1th or wnthout co- :
- admlmstratlon of paroxetme 20 mg q.d.
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The individual plasma concentration-time profiles showed that the plasma'cdricentration;
_ time profiles of the test treatment (co-administration of TMC125 and paroxetine) were
comparable to the plasma concentrations when TMC 125 was administered alone.

Table 2 shows the pharmacokiﬁetic parameters of TMC125, with or without co-
administration of paroxetine.

Table 2: Pharmacokinetic parameters of TMC125, with or without co-
administration of paroxetine

Pharmacokinetics of TMCI25 | TMC125 + Paroxetine | TMCI125 alone
{::;2.;:)59, foe: edia Test Reference
1= is5 16

T 3.0[1.5-4.0) 40{2.06.0)

Co, ng/mL , 657 = 248 ' 665 + 321
C - ng/mL 626 = 241 637 = 305
Coune. g/l 1149 = 377 16l + 449
AUCy,. ngVmL 10529 + 3808 11099 + 4524
C,. - ng/ml 8§77 = 317 925 % 377
L% 614 = 150 597 + 16.1

Table 3 shows the statistical evaluation of the pharmacokinetic parameters of TMC125,
with and without co-administration of paroxetine.
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and wnthout co-admmlstratlon of pat'oxetmer

#90% confidence interval

The LSyeans ratio of Copg,

TMC125 n ' Least squares ‘means p-value
‘_PT:: :;gian: ’ IZ:&E Treatment ratio, % - -
: : , o 3 -and 99% CI*

_ Parameter Test / Ref. Test Reference Test/Reference Period | Sequence
Con- ng/ﬂ:L 15 | 16 635 588 108 98 -119 - 0.4632
Cgin, ng/mL 15 | 16 605 566 107 98 -117 - - 04715
Coax, Ng/mL 15 | 16 1125 1073 105 96-115 - 0.2738
AUC;p, nglvml | 15 | 16 | . 10217 10122 101 93-110 . 03321

Cmin, Cmax, and AUC 1z, of TMC125 were not significantly

altered (all changes were < 10 %) when TMC125 was co-administered with paroxetine,
-as compared to when TMC125 was administered alone.

Paroxetine

Fig 2 shows the mean plasma concentration-time profiles of paroxetine after

administration of paroxetine 20 mg q.d. with or without co-admlmstratlon of TMC1251

800 mg b.i.d. (TF035).

Fig 2: Mean plasma concentration-time profiles of paroxetine after administration
of paroxetine 20 mg q.d. with or without co-administration of
TMC125 800 mg b.i.d. (TF035) '

'PAROXETINE

plasma conc. hg/mb

s-a-s TMCES + paroxetine, n= 15 :

665 paroxetive , n= 18

8 2 ® 20

Time after dosing (h)

24

The mean plasma concentration-time profiles of paroxetine were similar when paroxetine
was administered with and without TMC125.
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Table 4 shows the summary of the pharmacokmetlc parameters of paroxetme wrth and

w1thout co-admlmstratlon of TMC 125

Table 4 Summary of the pharmacoklnetlc parameters ‘of paroxetme, wnth and
without co—admlmstratlon of TMC125

' Phardia‘éq;-léinet-icsof . , ) o
paroxetine : TMC125 + Paroxetine Paroxetine alone
{meantSD, t,,. median Test Reference

| [range]) .

N 15 16

traze 5.0 [2.0-16.0] 5.0 [3.0-16.0]

Ca, ng/ml 934 = 8.5 1156 + 10.81
Cosor ng/mL 863 = 8.12 952 + 847
Coau, /L 2283 + 13.07 271 £ 1628
AUCs4, ng b/l 3753 £ 2521 3756 + 2828
Cy 1o DML 564 = 1050 15.65  11.78
FI, % 119 + 60 1l + 63

Table 5 shows the statistical evaluation of the pharmacokinetic parameters of paroxetine,
with and without co-administration of TMC125. '

Table 5: Statistical evaluation of the pharmacokinetic parameters of paroxetine,
with and without co-administration of TMC125

#90% confidence interval

Paroxetine n Least squares means p-value
TMC125 + Paroxetine .
Paroxetine alone Treatment ratio,
Test/ % and 90% CT*
Parameter Ref. Test - Reference Test/Reference Period Sequence
Cop, ng/mL 15116 488 6.18 79 6597 0.5068 0.4048
Coin- ng/mL 15116 4.62 5.29 87 75-102 0.1147 0.3494
Conx, ng/mlL 15 ] 16 18.71 17.58 106 195-120 | 0.7934 0.3891
L AUG4, ng ml 15 1 16 279.61 272.05 103 ]190-118 0.7092 0.3806

The LSmeans ratio of Cop, and Cpyi, were decreased by 21 % and 13 % when paroxetine was
administered with TMCI25 as compared to when paroxetine was administered alone.
The Cmax and AUC 2, of paroxetine were not significantly altered (all changes were < 10
%) when paroxetine was co-administered with TMC125 as compared to when paroxetine

was administered alone.
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V "Pharmacokmetlc Results Summary

e The LS,,[,e,—,.ns estlmates of ler, Cmm Cmax, and AUCml of TMC125 were not
significantly . altered - Gall - changes_. were. <. 10,.%)+.when:. IMCI125: ,was .cor’
administered with paroxetine, as compared to. when TMCI125. was: admlmstered
alone. : .

e The LSiieans estimates of COh, and Cyn of paroxetiiie were decreased by 21 % and
13 % when paroxetine was administered with TMC125 as compared to when
paroxetine was administered alone. The Cpax and AUC,, of paroxetine were not
significantly altered (all changes were < 10 %) when -paroxetine was co-
administered with TMC125 as compared to when paroxetine was admmlstered
alone.

Conclusion

TMC125 and paroxetine can be co-administered without any dose adjustniegtts. Due to
difference in elimination mechanisms, no drug-drug interaction was expected.

APPEARS THIS WAY ~
_ ON ORIGINAL
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Study Nagaber % a0l
TMC125-C166°" '

" Title

Phase 1, open-label l-way interaction trial to mvestlgate the effect of steady state -
.TMCI25 on the pharmacokinetic charactenstlcs of ethinyl estradiol and norethmdrone at
steady-state in healthy women. '

Objectives

The primary objectives of the trial were to determine the effect of TMC125 on the steady
state pharmacokinetics of ethinylestradiol and to determme the effect of TMC125 on the
steady—state pharmacoklnetlcs .of norethindrone.

Study Design

Phase 1, open label, 1-way interaction ‘trial in healthy female subjects. The trial
population was to consist of 24 healthy women who were on stable oral contraceptive
therapy, spe01ﬁcally, ethinyl estradiol 0.035 mg and norethindrone 1 mg (the components
of Ortho-Novum® 1/35).

The subjects participated in the trial during 3 consecutive 28-day cycles, i.e., 3 full oral
contraceptives (OC) cycles. During the run-in period, all subjects received OC alone for 1
OC:cycle prior to the start of the treatment period. During the 3 OC cycles, all subjects
were given a daily dose of Ortho-Novum® 1/35 for 21 days. There was no OC treatment
on day 22 to day 28 of each OC cycle, i.e., on day — 8 to day —1 (1 OC cycle), on day
22 to day 28 in the first treatment period (2“ OC cycle) and on trial day 50 to day 56 in
the second treatment period (3" OC cycle). During the third OC cycle, the subjects were
also given TMC125 200 mg b.id. (formulation F060) from day 29 until day 43.
TMCI125 was administered within 10 minutes after the consumption of breakfast or
dinner.

24-hour pharmacokinetic profile of ethinylestradiol and norethindrone were determined
after the first two weeks of the second OC cycle (day 15) and after the first two weeks of
the ‘thitd OC cycle (day 43). The full 12-h6ur- pharmacokinetic profile of TMC125 was
determined on trial day 43 (day 15 of the third OC cycle).

Investigational Product(s)

TMCI125 was provided as a tablet containing 100 mg of TMC125 ~— spray-dried in
combination with hydroxypropylmethylcellulose (HPMC) and microcrystalline cellulose,

—_— , croscarmellose sodium, magnesium stearate, and lactose
monohydrate (formulation F060). The batch # was 05A035 and the expiration date was
January 2006.

[SS]
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" Ottho-Novum® 1/35 was provided as a tablet containing ethmylestradloi O 035 mg and .
e norethmdrone L mg The batch # was OSBSO79 and the expiration date was March 2008.-

.Assay Methods

The plasma concentrations of TMC125, ethinylestradiol, and norethifidrone were
determmed ‘using a validated liquid chromatographic with tandem mass spectrometry
(LC-MS/MS) method. The lower limit of quantification (LLOQ) was 2 ng/mL for
TMC125, 3 pg/mL for ethinylestradiol and 0.05 ng/mL for norethindrone.

Pharmacokiunetic, Pharmacodynamic, and Statistical Data Analysis
Pharmc'zcozljc-inetié-Analysis

Pharmacokinetic and statistical analysis was performed using Winonlin Professional™
‘(version 4.1, Pharsight Corporation). A non-compartmental model with extravascular
input was used for the pharmacokinetic analysis. Based on the individual plasma
concentration-time data and using the scheduled sampling times, the standard
pharmacokinetic parameters were calculated.

Statistical Analysis

The statistical analysis was performed comparing OC alone (reference treatment,
second OC cycle) versus OC and TMCI125 (test treatment, third OC cycle). The
primary pharmacokinetic parameters were Cuin, Cmax, and AUCa4 for ethinylestradiol
and norethindrone on the logarithmic scale. All observations for test treatment
(treatment period 2) and reference treatment (treatment period 1) were included in the
statistical analysis.

RESULTS

* Subject Disposition and Demographics

Out of the 58 subjects screened, 30 subjects were assigned to treatment. .16 of the 30
subjects completed the trial and 14 subjects dropped out of the trial before completlon of
the trial. 6-subjects discontinued the trial during the first treatment period (OC alone) due.
to withdrawal of consent (5 subjects) or due to AEs (1 subject). 8 subjects discontinued

the trial during the second treatment period (OC + TMC125) due to AEs.

Table 1 shows the demographics in the trial.
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Tablel Demograplncs in Trlal TMC125-CIG6

Age yeaxs e HYREIRSAA NN chna sl
Median.{fange) - N E ‘24.0 (18-30). .
Height, cm- -
|- Median(range) = | ~ 165.0 (157-174)
Weight, kg '
Median (range) ' 62.7 (50-81)
BMI, kg/m” S
Median (range) 21.80(19.0-29.4)
Sex, n (%) o g
Female L 30(100)
Ethnic Origin, n (%)
Caucasian - 29(96.7)
Other 1(3.3)

N= total number of subjects
Pharmacokinetics
Full pharmacokinetic profiles of TMC125 were available for 16 subjects on-day 43, The
full pharmacokinetic-profiles of ethinylestradiol and norethmdrone were avallable for 24
subjects on day 15 and 16'subjects on day 43. :
T™C125

Table 2 shows the pharmacokinetic parameters of TMC125, when co-administered with
Ortho Novum 1/35 (ethinyl estradiol and norethindrone).

Table 2: Pharmacokinetic parameters of TMC12S, when co-administered with
Ortho Novum 1/35 (ethinyl estradiol and norethindrone)

Pharmacokinetics of TMC125 Ethinylestradiol and
1 (mean + SD, t,,,,c median [range]) norethindrone + TMC12S5 (test)

n 16 )
Coy, ng/mL 886.5+3169

Cuin, ng/mL - : 791.6 + 186.7

Cuax, ng/ml . 1188 £2928

Ciop, ng'mlL 8934+ 2150

toax, B 4.0(0.0-6.0)
AUC, 3. ng.iVmL 11820 + 2591

Cysav. ng/mL 9858 22160

FI, % 40.60 = 15.17

The mean Cp, value was tower than the mean Cy, and C2;, values because of the delay in
absorption resulting in Cpi, being reached between 0.5 to 2 hours in 9 out of the 16
subjects.
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" The pharmacokinetic parameters. of TMC125 inthe current trial- were. compared with the ‘_ b. 1
- - pharmacokinetic parameters’ generated in- trials - TMC125-C171 and TMC125-C177. ‘In " i i
these trials, the same formulation (F060) and same dose (200 mg b.i.d.):of TMCI125 was

A given to healthy subjects after a Standardized breakfast, Table 3 shows the « comparlson of :
the pharmacokmetlc parameters of TMC125 with the historicat data:

Table 3: Comparlson of the pharmacokinetic parameters of TMC125 with the .
" historical data

Pharmacokinetics TMC125-C166: ; ) ’

: TMC125-C171: : TMCI125-C177:
of TMCI125 ATMC125 + ethmyiwtradwl TMC125 alone TMC125 alone

and norethindrone @=15) ®@=23)

(mean and 90% CI) (n=16) .

| Mean 90% CI Mean 90% CI Mean 90% CI
Coy,, ng/mlL 886.5 (7476 - 1025) 529.1 (455.4 - 602.8) 461.3 (4003 - 522.3)
Ciin, ng/ml, 1 7916 (709.8 - 873.4) 498.1 (4283 -567.9). 426.1 | (370.7-4814)
Cax NgmL 1188 (1060 - 1316) 1015 (904.1 - 1126) 875.7 (792.3-959.09)
AUC,,, n&hlmL 11820 | (10684 - 12956) 9008 (7920 - 10096) 7638 (6831 - 8444)

Based on cross-trial comparison, the mean estimates of Conr, Crins Crnax>- and AUCq2, of
TMC125, when co-administered with ethinyl estradiol and norethindrone (treatment
period 2 of the current trial) were higher compared to the estimates of these
pharmacokmetlc parameters when TMC125 200 mg b.i.d. was administered alone.

Reviewer's Note:

The cross-trial comparison of TMCI25 pharmacokinetic parameters indicates that the
pharmacokinetic parameters of TMC125 were higher in the current trial as compared to
the pharmacokinetic parameters in trial TMCI125-C171 and TMCI125-CI177. Trials
TMCI125-C171 and TMC125-C177 did not enroll any female subjects in the trial, thereby
suggesting that the pharmacokinetic parameters of TMCI25 are higher in female
subjects as compared to male subjects. However, these "differences" should be noted in
the context of cross-trial comparisons and the fact that no gender related differences in
the pharmacokinetic parameters were noted in the pivotal phase III trials.

Ethinyl Estradiol

Fig 1 shows the mean plasma concentration time profiles of ethinylestradiol
(administered as Ortho-Novum 1/35 q.d.) with and without co-administration of TMCI25
200 mg b.i.d.
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Fig I: ‘Meail plisma concentration time profiles of ethintylestradiol (administered - .
as Ortlio-Novum 1/35 q d ) mth and wnthout co-admmlstrﬁtlon of TMC125 RO

200 mg b.id.

Plasma canc. of ethinytestradiol (pg/mL)

] 4

The inean concentrations of ethinylestradiol were higher when Ortho-Novum (1/35 q.d.)
was co-administered with TMC125 200 mg b.i.d. as compared to when Ortho-Novum

(1/35 q.d.) was administered alone.

Table 4 shows the pharmacokinetic paramétcrs of ethinylestradiol, administered as

. 2 M
Time ()

2 24

Ortho-Novum (1/35 q.d.), with and without co-administration of TMC125.

"Table 4: Pharmacokinetic parametefs of ethinylestradiol, administered as Ortho-
Novum (1/35 q.d.), with and without co-administration of TMC125 200 mg

b.i.d.

Pharmacekinetics of Ethinylestradiol and Ethinylestradiol and
ethinylestradiof norethindrone alone norethindrone +
(mean 3 SD, t,,,: median [range]) {reference) TMC125 (test)
n 24 16

Con. pg/mL 34.90 + 10.80 37.89+10.12
Cin pg/mL 345141029 . 37.66+9.727
Cax. pg/ml 98.30 + 25.83 134.1 £44.48
Cane pgmL 40.08 £ 13.77 4394+ 12.08
tuse: B 30(1.0-40) 20(1.0-40)
AUCay,, pgvmlL 1412 = 3569 1726 + 382.3
C,....pymL 58.88 + 14.86 71.94 +15.93

£l % 1092 + 2548 13273351

Table 5 shows the summary of the statistical analysis of the pharmacokinetic parameters
of ethinylestradiol, administered as Ortho-Novum (1/35 q.d.), with and without co-

administration of TMC125 200 mg

b.i.d.
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' Table S Summary of the statlstlcal analysns of the pharmacokmetlc parameters of

_-.«._;ethmylestradlol admmlstered as. Ortho-Novum (/35 q.d ), w1th and

without co—admmlstratlon of TMC125 200 mg b l.d.

_ T mm]gns' PR SRS S0% CL %°
Ethinylesuudio! and Ethinylesuadioland T
ef;;;,’“;f ' 9 | oorethindrone alone | noretindroae + LSmests
wuinyiestra - (veference) TMCI125 (tes) 7
Cuio. p/mL 3312 36,17 109.2 100.0-118.1
Con. pg/mL 94.84 1258 1326 120.7-145.7
AUC,y, pg/mL 1371 1666 1215 1130- 1306
Median®
Ethinylestradiol and |Ethinylestradiol and|  Treatment
ef::t:ml:(::dgl norethindrone alone | norethindrone + difference 90%CT, %*
d (eference) TMCIZS (test) | median T
tou B 25 2.0 0.00 (-0.75) - (0.50)
* n*24 for reference-and n=16 for test .
®90% confidence intervals.

n=16 for reference and n=16 for test

The LSmeans ratio of Cpin, Cmax and AUC,4, of ethinylestradiol increased by 9 %, 33 %
and 22 %, respectively, when ethinylestradiol, administered as Ortho-Novum (1/35 q.d.),
was co-administered with TMC125 200 mg b.i.d-as compared to when cthmylestradloi'"

was administered (as Ortho Novum 1/35 g. d ) alone.

Norethindrone

Fig 2 shows the mean plasma concentration time pfoﬁles of norethindrone, (administered
as Ortho-Novum 1/35 q.d.) with and without co-administration of TMC125 200 mg b.id.

Fig 2: Mean plasma concentration time profiles of norethindrone, (administered as
Ortho-Novum 1/35 q.d.) with and without co-administration of TMC125 200

mg b.id.

Plasma cone. of norethindrona (nglmi.) .

:I+WMMM+WWWMW~WZS}
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The! “comparisofi: of the ‘mean’ plasma concentratlon—tlme ‘profiles- of norethmdrone when " Lo ,
administeted:as Ortho:Novum 1/35 q.d., in‘the presence and abserice of TMC125 showed 5 ot

that the mean plasma concentrations of norethindronewete higher- i the absorption phase -
and lower in the elimination: phase. Therefore, the ‘median tys, was 1.5 hours shorter
when norethindrone was co-administered (as Ortho-Novum 1/35 q.d.) with TMC125 as
compared to when northindrone was admmlstered (as Ortho Novum 1/35 q- d) alone.

Table 6 shows the pharmacokinetic parameters of norethmd_rone, admlmstered as Ortho-
Novum (1/35 q.d.), with and without co-administration of TMC125.

" Table 6: Pharmacokinetic parameters of norethindrone, administered as Ortho- -
Novum (1/35 q.d.), with and w1th0ut co-administration of TMC125 200 mg

" b.id.
harmacokinetics of - - Ethinylestradioland | Ethinylestradiol and
orethindrone norethindrone alone |norethindrone + TMC125
(mean + SD, t,,,.: median {range]) (reference) : (test)
IN 24 16
Cop. ng/mL 3.597+£1.736 29191422
Coin, ng/ml 3511+ 1.678 1 2.845 + 1.490
C e, ng/mL ' 16.73£3.767 . 17.27£4.127
1o ng/mL 4070+ 1.943 362142451
s, B 3.0(1.0-6.0) 1.5(1.0-4.0)
IAUC, 4. ng.bh/mL 203.3 +59.63 189.2+£53.92-
Cs.av. ng/mL 8477 +2.482 7.887 £ 2.246
IEL % 163.0+41.83 . 193.6 £ 67.26

The inter individual variability in the Cpin, Cnax, and AUCoq4y, estimates, with and without - .
co-administration of norethindrone (as Ortho Novum 1/35 q.d.) was 48 % and 52 %, 23
% and 24 %, 29 % and 29 %, respectively. Thus, the inter-individual variability was
comparable with and without co-administration of TMC125.

Table 7 shows the summary of the statistical analysis of the pharmacokinetic parameters

of norethindrone, administered as Ortho Novum (1/35 q- d.), with and without co-
admmlstratlon of TMC125 200 mg b.i.d.
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o Table 7: Summary of the statlstlcal analysns of, the pharmacokmetlc parameters of S

" norethindrone, administered as Ortho. Novum (1/35 q.d. ), Wlth and mthout €0’
admmlstratlon of TMC125 200 ‘mgb. 1.d el T ;

_ . 90%C1, %", {.
<o Einglestradiol and Eminyl«!uadiox-and ’ i
Porameteroel | northindcone slone | sorethindrone + | 1 eRes
_ (reference) | TMC125 (tes9) -7
Cogpg/ml 3.162 2479 7837 68.12-90.18
Cox, ng/ml. 16.29 17.07 1048 97.82-1122
AUCq nghiml | . 1951 : 1844 9452 | 9008-99.18

Median®

Ethinylestradiol and | Ethinylestradiol and]

Parameters of . . . Treatment y b
y norethindrone alone | norethindrone + | .. . 906% CI1, %
nwdhm@ne (reference) TMC125 (test) difference @m - .
o a5 | s 125 (225)-(050).
* 1=24 for reference and n—16 for test
*90% confidence intervals. :

© n=16 for reference and n=16 for test

The LSmeans ratio of Cpin, and AUCa4 of norethindrone decreased by 21 % and 6 %,
whereas the LSpeans ratio of Caax increased by 5 % when norethindrone was administered
‘(as Ortho Novum 1/35 q.d.) with TMC125 200 mg b.i.d. as compared to when
norethindrone was administered (as Ortho Novum 1/35 q.d.) alone.

Pharmacokinetic Results Summary

Based on a cross-trial comparison, the mean estimates of Copr, Crin, Crmax, and
AUC;; of TMCI125, when co-administered with ethinylestradiol and
norethindrone (Ortho-Novum 1/35 q.d.) were higher compared to the estimates of
these pharmacokinetic parameters when TMC125 200 mg b.i.d. was administered
alone. However, these "differences” should be noted in the context of cross-trial
comparison and the fact that no gender related differences in the pharmacokmetlc
parameters were noted in the pivotal phase III trials.

The LSmeans 1atio of Cin, Camax and AUC4y, of ethmylestradlol increased by 9 %,
33 % and 22 %, respectively, when ethinylestradiol, administered as Ortho-
Novum (1/35 q.d.), was co-administered with TMC125 200 mg b.i.d as compared
to when ethinyl estradiol was administered (as Ortho Novum 1/35 q.d.) alone.
The increase in ethinyl estradiol pharmacokinetic parameters is not expected to be
clinically relevant since no differences were observed in the levels of luteinizing
hormone (LH), follicle cell stimulating hormone (FSH), and progesterone levels
between the two treatment periods.

The LSmeans ratio of Cpin and AUCq4, of norethindrone decreased by 21 % and 6
%, whereas the LSmeans ratio of Cpax increased by 5 % when norethindrone was
administered (as Ortho-Novum 1/35 q.d.) with TMCI125 200 mg b.id. as
compared to when norethindrone was administered (as Ortho-Novum 1/35 q.d.)
alone. The decrease in Cpin and AUCy4p, of norethindrone is not expected to be
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s cllmcally relevant since no dlfferences were'observed in the levels of luteimzlng

~-hormone (LH) follicle cell stunulatmg hormone (FSH) and progesterone levels - -

" between. the two treatment periods.
Coneluswn

TMC125 and oral contraceptives can be co-administered without any dose adjustments.
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. TMC125-C171 - .

" Title ) o " ST {,W{

Phase I, randomized, open-label; crossover trial in- healthy volunteers to in_vestigate.the' 7
effect of steady-state clarithromycin and its active metabolite 14-OH-clarithromycin on
the pharmacokinetic characteristics of TMC125 at steady state and vice versa.

Objectives

The primary objectives of the trial were to determine the effect of steady-state
pharmacokinetics of clarithromycin on the steady state pharmacokinetics of TMC125 and
to determine the effect of steady. state pharmacokinetics of TMC125 on the steady state
pharmacokinetics of clarithromycin and it's active metabolite 14-OH-clarithromycin.

Study Désign :

Open label, randomized, 2 period crossover trial. The trial consisted of two treatment
periods, session A and session B, separated by a washout period of at least 14 days. The
subjects participating in the trial were randomized to two panels, panel 1 and panel 2, in
a 1:1 ratio (i.e. 8 subjects per panel). The subjects randomized to panel 1 started with
session A followed by session B. The subjects randomized to panel 2 started with
session B followed by session A. The following treatments were administered:

Session A:
200 mg TMC125 b.i.d. from day 1 to day 7 with an additional morning dose on day 8.
Session B:

Clarithromycin 500 mg b.i.d. from day 1 to day 12 with an additional morning dose on
day 13, and 200 mg TMC125 b.i.d. from day 6 to day 12 with an additional morning dose
on day 13.

The “subjects entered and stayed in the testing facility the night before the start of a
treatment session. In the testing facility, a standard breakfast (to be ingested within 30
minutes) was provided, and the treatments were administered within 10 minutes after
completion of breakfast.

[2-hour pharmacokinetic profiles of TMC125 were determined on day 8 of session A

and on day 13 of session B. [2-hour pharmacokinetic profiles of clarithromycin and its
metabolite 14-OH-clarithromycin were determined on day 5 and day 13 of session B.
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“klnvestlgatlonal Product(s) L .

TMC125 was. formulated as TF060 ‘this formulation is* : tablet: contammg 100 mg
“TMC125 — in hydroxypropylmethylcellulose (HPMC), mlcrocrystallme cellulose, -
—_— _ croscarmellose sodium, ‘magnesium stearate, and lactose
monohydrate The batch # was OSAOSIF 060 and the expu'y date was January 2006.

Clarithromycin (Zeclar®) was supplied as a 500 mg tablet. The batch # was 27338TB21
~ and the expiry date was March 2008.

Assay Methods

The plasma concentration of TMC125 was determined using a validated liquid
chromatography-mass spectrometry/mass spectrometry (LC-MS/MS). The plasma
concentrations of clarithromycin and 14-OH-clarithromycin were determined: using a
validated liquid chromatography and electrochemical detection (LC-ECD) method. The
lower limit of quantification was 2 ng/mL for TMC125, 50 ng/mL for clarlthromycm
and 50 ng/mL for 14-OH-clarithromycin. :

If_h‘_armacokineti'c and Statistical Data Analysis
Pharmacokinetic Analysis
A total of 16 subjects were included. A minimum of at least 12 subj-ects completing both

sessions was considered sufficient to allow for relevant conclusions. An evaluable subject
was a subject who had completed both sessions of the trial.

Pharmacokinetic and statistical analysis was performed using Winnonlin Professional™
and Microsoft Excel®. Based on the individual plasma concentration-time data and using
the scheduled sampling times, the standard pharmacokinetic parameters were calculated.

Statistical Analysis

Descriptive statistics were calculated for the plasma concentrations of TMCI25,

clarithromycin, and 14-OH-clarithromycin. The primary pharmacokinetic parameters

- were Cpins, Con, Cmax, and AUC;y, for TMCI125, clarithromycin, and 14-OH-
clarithromycin. :

RESULTS

Subject Disposition and Demographics

Out of the 30 subjects screened, 16 subjects were randomized to panel 1 (n = 8; session
A followed by session B) and panel 2 (n = 8, session B followed by session A) and

started treatment. 135 subjects completed the trial. 1 subject (randomized to panel 1)
dropped out before trial completion on day 6 of session A due to withdrawal of consent.



Table 1 shows the demographlcs in the trial.

Table 1: Demographlcs in Trlal TMC125-C171::4 R

Pl e e Aﬂl’alels

- N=8% 1 N=s : N=16 _

Medion (range) 290(31-49) 26.5 (19-49) 8.5 (19-49)
Het s X 2 '

;f"‘ S (eang) 1770 (165-181) 1745 (162-183) 175.5 (162-183)
Weight, - :

| kz , 72,0 (56-74) 71.0(52-89) 206299
BV Lg/o y 2292125 233 (2027) 229(20.27)
Sex, 11 (%) :

Male 8(100) 8(100) 16 (190)
Fibnic Origin, 1 (%%)

White 6(75.0) 5(62.5) 11(68.75)

Black 2(35.0) 2(250) © 4250

Asisn Y 1(125) 1(6.25)
Type of Smoker, n (%) .

- Light stnoker 3315y 3(375) 631

Nonsmoker _ 3@2s) 5 (62.5). 4 10629

Pharmacokinetics

Full pharmacokinetic profiles of TMC125 were available for 15 subjects on day 8 of
session A and on day 13 of session B. Full pharmacokinetic profiles of clarithromycin
and 14-OH-clarithromycin were available for 15 subjects on day 5 and day 13 of session
B.

TMC125

Fig 1 shows the mean plasma concentration time profile of TMC125 200 mg b.i.d., with
and without co-administration of clarithromycin 500 mg b.i.d.
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| Flg 1 Mean plasma concentratlon tlme profile of TMC125 200 mg b.i. d., w1th and--*-f_ o
¢ ‘without co-admmlstratlon of clanthromycm 500 mg b.l.d. . e

RTINS
1600 : o
l«o—-mzsm

§

&

g

Plasma cone. of TMC125 (ngiml)
& 8

§ .

g

Time (h)

TMCi25 alone:a = 13
TMCI23 and clarithromycin: n= 15

The mean plasma concentrations of TMCI25 at steady-state were increased over the
entire dosmg interval when TMC125 was co-administered with clarithromycin (session
- B, day 13) compared with: when TMC125 was administered alone (session A, day 8).
The individual pre-dose plasma concentrations of TMC125 on days 6, 7, and 8 of
session A-and on days 11, 12, and 13 of session B (data not included in the review)
suggested that steady-state conditions were achieved prior to full pharmacokinetic blood
sampling for TMC125 on day 8 of session A and day 13 of session B.

Table 2 shows the pharmacokinetic parameters of TMCI25 after administration of
TMCI125 alone (reference) or co-administration with clarithromycin.

Table 2: Pharmacokinetic parameters of TMC125 after administration of TMC125
alone (reference) or co-administration with clarithromycin

e

Pharmacokinétics‘of ™c12s5 - » TMC125 alone TMCI125 and clarithromycin
(mean + SD, t,..“imedian | win gel) ' (reference) v (test)

n T \ 15 5

Cq. ng/mlL 5291 £ 1621 7858 + 2333
Cuia, ng/mL 498.1 = 1535 7263 = 2330
Cous. ng/mL 1015 + 2438 1487 + 3897

taac, 4.0[2.0 -6.0] 3.0[2.0-4.0}
AUC, 3, ng./mL 9008 + 2392 12760 + 3339
Cav.ng/mL 7506 £ 1993 1064 + 2966

Fl, % 7039 + 1281 7273 £ 1566
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‘ | The mdrvrdual test/reference treatment ratios for C(,h, C,,mn Cmax, and AUCm, of TMC125 TR
- ranged from 111 % to 215 %,-108.% to 191 %, 120 % 10:177 %, 106 % -to 174.-% with’ i

geometrlc means of 149 %, 146 %, 146 %, and 142 %, respectlvely

'The mean ﬂuctuatron index (FI) of TMC125 when admlmstered alone was comparable
to the mean FI of TMCI125 when co-administered with clarithromycin™ The inter-
~ individual variability in Con, Cain, Canaxs and AUC;y, of TMC125 administered alone or

co-administered with clarithromycin were 31 % and 32 %; 31 % and 32 %; 24 % and 26

%; and 27 % and 28 %, respectively.

Table 3 shows the summary of the statistical analysis of the pharmacokinetic parameters
of TMC125 without (reference) and with (test) co-administration of clarithromycin.

Table 3: Summaryr of the statistical analysis of the pharmacokirletic parameters of
TMC125 without (reference) and with (test) co-admmlstratlon of

clarlthromycm
LSmeans . p-value
TMC125 | TMCI25 and LS means
. slone clarithromycin watio. % 90%CL% | Treatment| Period {Seq
Paid ‘§ - (reference). - {test) B . .
Co. ng/mL - 5069 7528 1485 | 137.1-1609 | <0.0001 | 04836 | 09586
Cig. gAML 476.4 6973 1464 1359-157.6 | <0.0001 | 0.8084 ] 0.7098
Cona 1L 9858 T 1442 146.3 137.6- 1556 | <0.0001 | 04234 | 09290
AUCy. ngh/ml) 8716 12366 1419 | 134.1-1501 | <0.0001 | 04458 | 0792
Median . p-value
T™CI23 TMCI25and | Treatment
alone clarithromycin | difference | 90% CL% | Trcatment| Period ]Scquence
P (reference) (test) median
arameter
fs B - 40 -1 i°30 0.5 | (-L0)-(00) | 00905 | 09035 | 0.7529
n = 15 for Session A, Day § (refs ) and n = 15 for Session B, Day 13 (test)

C1 = confidence itterval

" The 90 % ClIs of the LSmea,.s'eStimates of all the TMC125 pharmacokinetic parameters lay

wrt_h clar_lthromy__em as eompared to whe_n TMC 125 was administered alone.

Clarithromycin

Fig 2 shows the mean plasma concentration-time profile of clarithromycin 500 mg b.i.d.
with and without co-administration of TMC125.
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clacithromycia alone: n = 15
clarithromycin and TMCI23: n= 15

The mean plasma concentration-time profile of clarithromycin showed that the mean
) ' concentrations of clarithromycin were lower when it was co-administered with TMC125,

as compared to when clarithromycin was administered alone. The Cyax Of clarithromycin
was reached between 0.5 hr and 8 hr post-dose when administered alone, and between 1
hr and 4 hr when co-administered with TMC125. The plasma concentrations of
clarithromycin after the last dose on day 13 of session B were quantifiable in all subjects
up to 12 hours post-dose.

Table 4 shows the pharmacokinétic parameters of clarithromycin, with or without co-
administration of TMC125.

Table 4: Pharmacokinetic parameters of clarithromycin, with or without co-
administration of TMC125.

L. . ) clarithromycin alone clarithremycin and TMCI125
Pharmacokinetics of clarithromycin (veference) (test)
(mean * SD, t,,,, median {range})
n - 1S i5
Cop, ng/ml 8236 + 391.1 4921 = 3742
C - Bg/mL 7348 + 3627 3709 = 2884
Coax, ng/mL 344 + 9171 2088 = 3716
oo, 20{0.5-8.0] 20{1.0-40]
AUC) .. ng h/'mL ! 20240 & 6208 12430 = 4248
Cysav.ng/mL 1687 & 3174 1036 = 3540
FI. % 1483 + 355.18 1745 = 4251
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The md1v1dual test/reference treatment ratlos for Cphr, Cmm, C,m, and AUClzh langed- :
from 24 % to” 131 %,21%toll7%, 36 an

with geometrlc means of 55 %, 47 %, 66 %, 61 %, respectl{?ely

The mean ﬂuctuatlon mdex (F) of clarlthromycm when administered alone was lowerb
than the mean FI of clarithromycin when co-administered with TMC125. The inter-
individual variability in Cop, Cain, Crmax, and AUC 3, of TMC125 adniinistered alone or

co-administered with clarithromycin were 47 % and 76 %; 49 % and 78‘%; 29 % and 27 .
%; and 31 % and 34 %, respectively.

Table 5 shows the summary of the statistical analysis of the pharmacokinetic parameters

of clarithromycin 500 mg b.i.d. administered alone and co-administered with TMC125
200 mg b.i.d.

Table 5: Summary of the statistical analysis of the pharmacokinetic parameters of

clarithromycin 500 mg b.i.d. administered alone and co-administered with
TMC125 200 mg b.i.d.

LSmeans p-value %
w

clarithromycin | clarithromycin and s —te

alone TMCI25 watio. % 90% CL% Treatment By v ]

_} Parameter (reference) (test) i o _ {——‘zj
Con. ngfmL 7357 402.6 54.72 44536723 | 0.0001 _U_,- g
Cos ng/mi 636.3 306.0 46.63 37.98-57.25 <0.0001 g
Caux. Rg/mML 3024 2010 66.47 57.28-77.14 0.0003 (D
AUCqy, ngh/ml. 19432 11774 60.59 53.44.68.70 <0.0001 0

Median p-value %
clarithromycin aloge | CATithromycin | Treat <
: (Nf"’gr“) and TMC125 | difference 90%Cl% . | Treatment-
Parameter erence) {test) wedtan
tos B 20 20 0.125 -05)-(0.75) | 0.6808
n= 15 for Session B, Day 3 (ref ) and o = {5 for Session B, Day 13 (test)
Cl= eonﬂdenee mtecval

The 90 % Cls_of the LSmeas estimates of all the clarithromycin pharmacokinetic
patameters lay outside the 80 % -125 % interval and were lower when clarithromycin

was co-administered with TMCI25 as compared to when clarithromycin was
administered alone.

14-OH-Clarithromycin

Fig 3 shows the mean plasma concentration-time profile of 14-OH-clarithromycin when
clarithromycin 500 mg b.i.d. was administered alone or co-administered with TMC125.
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The mean plasma concentration-time proﬁle of 14- OH-clanthromycm showed that. the
steady state mean plasma concentrations of 14-OH-clarithromycin were increased: over
the- entire dosing interval when clarithromycin was co-administered with TMC125
(session B, day 13) compared with when clarithromycin was administered alone (session
B, day 5). The plasma concentrations of 14-OH-clarithromycin after the last dose on day
13 of session B were quantifiable in all subjects up to 12 hours post dose.

Table 6 shows the pharmacokinetic parameters of 14-OH-clarithromycin when

clarithromycin 500 mg b.i.d. was administered alone or co-administered with TMC125
200 mg b.id.

Table 6: Pharmacokinetic parameters of 14-OH-clarithromycin when

clarithromycin 500 mg b.i.d. was administered alone or co-administered
with TMC125 200 mg b.i.d.

Pharmacokinetics of clarithromycin alone clarithromycin and TMC125
14-OH <clarithromycin (reference) (test)
{mean £ SD, 1, median {range])

0 13 13

Cg. ng/mlL 4180 = {638 4880 + 1787
Coi. ng7mlL 3821 = 1343 3938 £ 1085
Camx. ng/ml 766.1 = 2033 1030 £ 3179
touee B 2.0 0.0 - 4.0] 2.0(1.0-4.0]
AUC, 3, ng bl 6761 "+ 1893 §$183 &£ 2100
Ceav gl 5634 = 1378 6819 # 17350
Fl. % 6883 = 24352 91.71 £ 2628
Ratio AUC 1 08 tsritroueis clusthromrcin {70 3592 = 1227 7247 + 28.68
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.The mean ﬂuctuatlon index (FI) ‘of 14-0H-clar1thromycm, when clarlthromycm was co-

administered with TMC125 was higher than the mean FI of 14-OH-clarithromycin when
clarithromycin was administered ‘alone. .The inter-individual variability in Con, Cuin,
Cuax, and AUCy, of 14-OH-clarithromycin, when clarithromycin was administered alone
or co-administered with TMC125 were 40 % and 37 %; 35 % and 28 %; 27 % and 31 %;
and 28 % and 26 %, respectively.

The individual AUC 3, ratio of 14-OH-clarithromycin to clarithromycin ranged from

13 % to 61 % with a mean and geometric mean of 36 % and 34 %, respectively, when
clarithromycin was administered alone. The individual AUC;y; ratio of 14-OH-
clarithromycin to clarithromycin ranged from 24 % to 133 % with a mean and geometric

mean of 72 % and 67 %, respectively, when clarithromycin was co-administered with
T™CI125.

Table 7 shows the summary of the statistical analysis of the pharmacokinetic parameters
of 14-OH-clarithromycin when clarithromycin 500 mg b.i.d. was administered alone or
co-administered with TMC125 200 mg b.i.d.

Table 7: Summary of the statistical analysis of the pharmacokinetic parameters of
" 14-OH-clarithromycin when clarithromycin 500 mg b.i.d. was
administered alone or co-administered with TMC125 200 mg b.i.d.

LSmeans N p-value
clanthromycin | clanithromycin and
alone TMCI25 Lffs:ﬁ;s 90% CL% | Treatment
Parameter (reference) {test) - 7
Con, ng/mL 3885 452.1 116.4 97.69 - 138.7 0.1491
C o, ng/mal. 3599 ( 3764 1046 90.09 - 121.5 0.6039 |
Com ng/ml 13713 . 9788 327 | 1132-1557 0.0074
AUC, 3, ng.h/mL 6514 ‘ 7887 . 121.1. 1053-139.2 | 00300
Median ' p-value
clarithromycin | clanthromycinand | Treatment
alone TMCI25 difference 90% Cl1.% Treatment
Parameter (reference) (test) median
Lue h 20 20 0.25 (0.25)-(1.0) | 03073

0 = 13 for Session B, Day 3 (reference) and n = 15 for Session B, Day 13 (test)
CI = confidence interval

Based on the ratio of the LSpcans, the Con, Cuminy Cmax, and AUCix of 14-OH-
clarithromycin were increased by 16 %, 5 %, 33 %, and 21 %, respectively, when
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¥ clanthromycm was co-admmnstered w1th TMC125 as compared to when clarithromycm_ =

Craax, aid AUCi2n lay outside the 80 % to 125 % mterval The 90 % Cls of Cuin lay. - :
within the 80 % to 125 % interval. : s

Ph-a‘rmac_okmetlc Results Summary

o The LSpeans ratio of Con, Crin, Crniax,"and AUC 24 of TMC125 were increased by
49 %, 46 %, 46 %, and 42 %, respectively, when TMC125 was co- admmlstered
with clarithromycin, as compared to when TMC125 was administered alone.

e The LSueans ratio of Con, Cin, Cmax, and AUCpy, of clarithromycin were

“-was administered alone." The upper limit of the 90 % CIs of the LSuean tatios of Copy - - .

“decreased by 45 %, 53 %, 34 %, and 39 %, respectivel, when clarithromycin -

when' co-administered with TMC125 as compared to when clarithromycin was
administered alone.

e The LSueans ratio of Cop, Cin, Crmax, and AUC a1, of 14-OH-clarithromycin were
increased by 16 %, 5 %, 33 %, and 21 %, respectively, when clarithromycin was -
co-administered with TMCI125, as compared to when clarithromycin was’
administered alone.

Conclusion

Clarithromycin exposure was decreased by INTELENCE™: however, concentrations of
the active metabolite, 14-hydroxy-clarithromycin, were increased. Because 14-hydroxy-
clarithromycin has reduced activity against Mycobacterium avium complex (MAC),
overall activity against this pathogen may be altered. Alternatives to clarithromycin, such
as azithromycin, should be considered for the treatment of MAC.

APPEARS THIS WAY
ON ORIGINAL
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v -.V,TMC125-C174

.. ""'Study thber w

Phase I, open-label, 1-way, 2-period crossover trial-in 14 subjects.to asSess the drug
interaction potential of TMC125 with a drug "cocktail" representative for CYP1A2,
CYP2C9, CYP2D6, CYP3A4, and CYP2C19 substrates. .

Objectives

The pnmary objective of the trial was to determme the mductxon/mhlbluon propertles of
TMC125 on the single dose pharmacokinetics of a cocktail of representative probes of
CYP enzymes (CYP1A2, CYP2C9, CYP2D6, CYP3A4, and CYP2C19).

Stildy ]_jésign

‘Phase I, open label, 1-way, 2-period, cross-over trial in 14 subjects. The drug "cocktail"
consisted of midazolam (0.025 mg/kg intravenously, probe CYP3A4 substrate),
dextromethorphan (30 mg orally, probe CYP2D6 substrate), caffeine (150 mg orally,
probe CYP1A2 substrate), omepraZole (40 mg orally, probe CYP2C19 substrate) and
mg orally, v1tamm K was. co-admmlstered to counteract the pharmacodynamlc effects of
warfarin). :

The subjects were divided mto 2 panels (7 subjects per panel). Panel 1 received
treatment A in session 1 and treatment B in session 2. Panel 2 received treatment B in
session 2 and treatment A in session 2.

The following two treatments were administered:
Treatment A: Subjects received a single dose of the cocktail alone.

Treatment B: Subjects received TMC125 200 mg b.i.d. (F060) for 14 days with a smgle
‘dose of the cocktail on day 1 and day 14.

A 12-hour pharmacokinetic proﬁle of TMCI125 was determined on day 1 and day 14 of
treatment B. The plasma concentrations of midazolam and its metabolite |-OH-
midazolam, dextromethorphan and its metabolite dextrorphan, caffeine and its metabolite
paraxanthine, omeprazole and its metabolite 5-OH-omeprazole, and S-warfarin and its
metabolite 7-OH-S-warfarin were determined on day 1 of treatment A and on day 1 and
day 14 of treatment B.

256




- Investlgatlonal Product(s)

- TMC 125 was. formulated as F060; this tablet formulatlon contains 100 i nig TMCIZS -

~'spray dried: in combmatlon with hydroxypropylmethylcellulose (HPMC, proportionof -
TMCI25:HPMC = — and- mlcrocrystallme cellulose, '
croscarmellose sodium, magnesium stearate, and lactose monohydrate. The batch’
number used was 05E 18 and expiry date was May 2006.

Midazolam (probe substrate for CYP3A4) was provided as Dormicum® 1 mL vials
containing 5 mg midazolam per mL.

Dextromethorphan (probe substrate for CYPD26) was formulated as Hustenstlller-
ratiopharm® capsules containing dextromethorphan hydrobromide correspondmg to 30
mg dextromethorphan.

Caffeine (probe substrate for CYP1A2) was formulated as Percoffendrinol® N tablets
containing 50 mg caffeine. '

Omeprazole (probe substrate for CYP2C19) was formulated as Antra® MUPS tablets
containing 40 mg omeprazole

Warfarin (probe substrate for CYP2C9) was formulated as Coumadm tablets
containing 5 mg warfarin.

Vitamin K1 was formulaed as Konakion® MM ampoules containing 10 mg vitamin K1
solution per ampoule.

Assay Methods

The plasma concentrations of TMC125, caffeine, paraxanthine, S-warfarin, 7-OH-S-
warfarin, dextromethorphan, dextrorphan, midazolam, 1-OH-midazolam, omeprazole,
and 5-hydroxy omeprazole were determined using LC-MS/MS methods. The lower limit
of quantification (LLOQ) was 2 ng/mL for TMC125, 25.0 ng/mL for caffeine and
paraxanthine, 5.00 ng/mL for S-warfarin and 7-OH-S-warfarin, 0.05 ng/mL for
'dextromethorphan 0.8 ng/mL for dextrorphan 0.1 ng/mL for midazolam, 0.1 ng/mL for
1-OH-midazolam, 1 ng/mL for omeprazole and 2 ng/mL for 5-OH-omeprazole.

Pharmacokinetic and Statistical Data Analysis

Pharmacokinetic Analysis

Pharmacokinetic and statistical analysis was performed using WinNonlin Professional ™
(version 4.1, Pharsight Corporation). Based on the individual plasma concentration-time
data and using the scheduled sampling times, the standard pharmacokinetic parameters
were calculated using non-compartmental pharmacokinetic analysis.




o ',Statzstzcal Analyszs

2 The primary : pharmacoklnetlc parameters were Cmax and AUC;m for of -the : parent .
: compounds and metabolites of the cocktail substrateS' In. addmon, the ratio. of Cmalx and;,_,‘
AUCj of each parent compound and its metabolite was also:calculated. DA

RESULTS
Subject Disposition and Demographics
Out of the 47 screened, 14 subjects were randomized to either panel 1 (n="7) or panel 2

(n=7). Out of the 7 subjects randomtized to panel 1, 2 subjects dropped out of the trial
in session 2 (on day 6 and day 9 respectively) because of an adverse event. 12 subjects

- completed the trial.

Table 1 shows the demographics in trial TMIC125-C174.

Table 1: Demographics in Trial TMC125-C174

Parameter Panel 1 - Panel 2 All s“hj““
N=1 N=17 N=14 .
Agédﬁrs (range} ' 340(2649) 350147 . 340Q149)

’ Hﬁﬂ;‘;}'m@ 179.0 (176-188) 181.0(171-193) 181.0(171-193)
S X8 ) 750 (60.95) §4.0(75-97) §0.5(60.97)
B&I‘dﬁ"(’;m) 232(19-28) 23.9(23-30) 22.6(1930)
S;;;lt(%) 7(1069) 7(100) 14 (100)
E?:iﬁiﬁf“ "o 7(100) 7(100) 14 (100)
Tx’\mm“ n o 7(100) 7(100) 14 (100)

Pharmacokinetics

Full pharmacokinetic profiles of caffeine, paraxanthine, S-warfarin, 7-OH-S-warfarin,
dextromethorphan, dextrorphan, midazolam, 1-OH-midazolam, omeprazole, and 5-OH-

- hydroxyomeprazole were available for 14 subjects for the treatment phase with drug-
cocktail alone. For TMC125 and all compounds associated with the drug cocktail, full
pharmacokinetic profiles for 14 subjects were available for day 1 and for 12 subjects for
day 14 of the co-administration phase.

CYP2D6, CYP2C9, and CYP2CI9 are polymorphic enzymes. In this trial, poor
metabolizers were excluded from participation.

TMCI25

Table 2 shows the mean pharmacokinetic parameters of TMCI125 200 mg b.i.d., co-
administered with a single dose of the cocktail on on day | and day 14.



Tablez ‘Mean' pharmacokmetlc parameters of TMC125 200.mg b. l.d €0t

admmlstered w1th a smgle dose of the cocktail on on day 1 and day 14 o

"Phamzacomucsofmmm "*’rMéIz’s'#‘n'r&g' , iMc12[5‘4’1j)f&g"'éac'létaﬂ

.(mean+SD b medlan [range]) cocktail (Day 1) - (Day 14) N

. L 1 VR

toao b 6.00 (2.00-6.02) 4.00 (2.00-8.02)

Cog ng/mL ) 5775 + 1533

Caia, ng/ml. N ‘ 5123 + 1317

Coany, ng/mL 2278 + 8016 897.1 + 2155

AUCy, ng.mL 1464 + 5283 8517 + 2015
Reviewer's Note

The mean pharmacokinetic parameters of TMC125 observed in this study were similar to
the mean pharmacokinetic parameters of TMCI125 observed in other studies.

CYP1A2: Pharmacokinetics of Caffeine and Paraxanthine

Fig 1 shows the mean plasma concentration-time profiles of caffeine after administration
of drug cocktail alone and in combination with TMC125 (day 1 and day 14). -

Fig 1: Mean plasma concéntrﬁtion—time profiles of caffeine after administration of
drug cocktail alone and in combination with TMC125 (day 1 and day 14)
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Fig 2 shows the mean plasma concentration-time profiles of paraxanthine after
administration of drug cocktail alone and in gombination with TMC125 (day 1 and day

14).
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- On day 1.0of ™C 125 treatment, the mean plasma concentratlon-tlme proﬁle of caifeme 5
" was similar to the caffeine concentrations after administration of the- drug: cocktail alone. -

. On day 14 of TMC125 treatment, combined intake of TMC125 and the drug cocktail

resulted in lower plasma concentrations® of caffeine; vompared to-intake ofthe drug:
cocktail alone. For 1 of the 14 subjects the plasma concentrations of caffeine were:

_ above the LLOQ at the start of each treatment, possibly because of recent consumption of
caffeme—contammg food or drink. The pre-dose plasma concentrations were, respectively,
6 % and 1 % of Cuyuy for treatment with drug cocktail alone and day 1 of TMC125

treatment. These low concentrations are not expected to influence the pharmacokinetic.

results of the trial:_

Fig 2: Mean plasma concentration-time profiles of paraxanthine after
administration of drug cocktail alone and in combmatlon with TMC125 (day

1 and day 14)
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For paraxanthine, the mean plasma.concentration-time profiles of paraxanthine were
similar between treatment with drug cocktall alone and day 1 and day 14 of TMCI25
treatment.

Table 3 shows the mean pharmacokinetic parameters of caffeihe, paraxanthine, and their
ratios after administration of drug-cocktail alone and in combination with TMC125.




‘ ratios after adininistration’ of dru

Mean pharmacokmetlc parameters of caffeme, paraxanthme, and thelr
ocktall alone and in’ combmatlon w:t '

TMC125

CYPlAz o | Drug cockta alone "mcusmmg TMC125 + Drug_
Phwmh”eﬁ“‘of : Vcockﬂll(l)ay 1 | coclktall Day 14y -
| Caffeine
n . 14 4 12
Cons (ag/mL) 2151 % 5621 2091 & 493.3 1725 = 4805
Toae () 1.50 (1.00-6.00) 2.19(0.48-3.02) 221 (0.45-5.98)
AUCy, (ngf/mL) 14640 = 4676 14710 + 3985 12280 + 3665
Paraxanthine ]
n R 14 14 12
Cous (ng/ml) 8921 = 1298 8565 + 69.03 8213 = 1154
ta () 600(298-1202) | 598(277-11.93) | 597(5.95-11.88)
AUCqy (ng.b/ml) 7912 = 1028 7853 + 7892 7329 & 8982
Ratio caﬁ”anajmrmnﬂrme
a _ 14 4 2
Ratio Cpuuy pad (%) 2435 £ 6701 2441 £ 5256 2082 + 5120
Ratio AUCyn aae” (%) 1872 + 6595 196.0 £ 6591 1668 + 4242

" mean £ SD, {, Ly edian frange]
® PM: patent/metabolite

Table 4 shows the statistical evaluation of the pharmacokinetic parameters_of caffeine,
paraxanthine, and their ratios afier admmlstratlon of drug cocktail alone and in
combmatlon ‘with TMCI125 (day 1).

Table 4: Statistical evaluation of the pharmacokinetic parameters of caffeine,
paraxanthine, and their ratios after administration of drug cocktail alone .
and in combination with TMC125 (day 1)

ICYP1A2 LSmeans * p-value
[Parareter Dﬂ'fﬁﬁ“‘ Dr—lzgigi;ﬂ LSplcaons 90%: | period Sequence
(reference) | Day 1 (tesy | ™0° %) ¢e)
- {Caffeine ) :

{Con (ng/mL) - 2080 - 2037 9795 186.06-111.5]0.2079. 04869
AUCys, (ng bvml) 14000 14230 101.6 195.58-108.1 ] 0.1555 { 0.5929
Paraxanthine
IC oo (/ML) 883.7 8539 9663 19098-1026] 0.8696 | 0.5287
AUC 2 (ng.mL) 7830, 7816 99.56  193.99-105.5 ] 0.7663 | 0.1229
IRatio caffeine/paraxanthine

110 C s pire’ (%) 2354 3386 1014 89.78-114.5 | 0.2062 0.6783
tio AUCqx py” (%) 178.4 182.1 102} 97.00-107.4 § 0.0516 0.9963
= 14 for drug cocktail alone (reference) and Treatment B. Day | (test}

P ‘M: parentmetabolite

The LSpeans Of Crmax and AUC 2, of caffeine and paraxanthine were not significantly
altered (all changes < 10 %) when the cocktail was co-administered with TMCI1235 on
day 1 as compared to when the cocktail was administered alone.



- Table 35, shows the. statlstxcal evaluatlon of the. pharmacokmetlc parameters of. catfe_ e,
paraxant_» ine,. .and. ! ocktail
combination with TMC125 (day 14)

- Table 5 '

i

Statistical evaluation of the pharnia‘cokin'etic parameters of caffeihe,

thexr ratlos a

paraxanthine, and their ratios after administration of drug cocktall alone
and in combination with TMCIZS (day 14) -

CYP-iA2 LSmeaps* p-value
Parameter Dmilzzmd mc‘:lzf ;a?;‘f I:‘i‘:?;g 90;';2;:[ Penod Sequence
{reférence) {test) .
Caffeine ' ' .
Co (ng/mL} 2080 1746 8397 | 75069394} 01382 | e.I832
AUCin (ag b/ml) 14000 11840 8457 178200146} 0.5143 | 0.5(35- |
Paraxanthine B B . L L il
Cosa (ng/ml) 231.7  8234. 93.18. |8804.9863 | 09930 | 05960
AUCy (ng.vmL) 7850 7324 9329 |8831-9854] 07826 ] 03173
Ratio caffeine/paraxanthing
Ratio Coepai” (%) . 2354 212.1 90.13 | 81.17-100.1 | 0.7168 | 0.2505
Ratin AUCq pe” (%) 1784 1613 90.55 | 854495971 05134 | 0.7957

= 14 for drug cockuail alone (reference) and n = {2 for Treatment B. Day 14 (test)

e P/M parent/metabolite

The LSmeans of Cuax and AUCyy, of caffeme were decreased by 16 % and 15 %
respectively, -when the cocktail was co-administered with TMCI125 -on day 14 ‘as
compared to when the cocktail was administered alone.

The LSpeans 0f Crmax and AUCzn of paraxanthine were not significantly altered (all
changes < 10 %) when the cocktail was co-administered with TMC125 on day 14 as
compared to when the cocktail was administered alone.

CYP2C9: Pharmacokinetics of S-Warfarin and 7-OH-S-Warfarin

Fig 3 shows the mean plasma concentration time profiles of S-warfarin after
administration of drug cocktail alone and in combination with TMC125 (day 1 and day

14).
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The plasma concentration-time profiles of S-warfarin were 31m11ar after a smgle dose of
cocktail on day 1 and day 14 of TMCI125 treatment. - - o

Fig 4 shows the mean plasma concentration time pfoﬁles of 7-OH-S-warfarin after
administration of drug cocktail alone and in combination with TMC125 (day 1 and day
14).

Fig 4: Mean plasma concentration time profiles of 7-OH-S-warfarin after
administration of drug cocktail alone and in combination with TMC125 (day 1 and
day 14).
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For 7-OH-S-Warfa.rm, the mean plasma concentra io n-tune proﬁles were. sumlar betweenj;' ; |

: treatment. with. drug,.cocktal__.;’alone and. day

‘ YTMC125 treatment, mean plasma concentration-tlme proﬁles of 7-0H—§—Warfarm were

decreased. - _ . -

Table 6 shows the mean ohamacokinetic parameters of S-waffarin, 7-OH-S-warfarin,
and their ratios. after administration of drug-cocktail alone and in combmatwn with
TMC125 (day 1 and day 14). -

Table 6: Mean pharmacokinetic parameters of S-warfarin, 7-OH-S-warfarin, and
their ratios after administration of drug-cocktail alone and in combination
with TMC125 (day 1 and day 14)

CYP2C9 Drug cocktail alone | TMCI25 +Drug TMCI2S§ + Drug
Pharmacokinetics’ of: ‘ cocktall Dy 1) codmil May 1)
S—wa:jbﬁn .
n : 14 14 1
Conax {ng/ml) 3099 = 50.86 3102 £ 3862 | 3078 & 51.09
T (1) 4.00 (1.00-2.00) 3.97(0.98-8.82) 397(0.97-7.98)
{AUC,q (pg vml) 3222 + 5934 5296 £ 6953 5598 = 1133
7.OH-§-warfarin®
n 14 ) (LI I VA
Coon (ng/ml) . 2042 £ 5822 2227 %5296 . | - 15.65.£ 3451
o () 24.02(802-24.38) | 23.92(23.77-24.15) | 23.95(23.52-24.00)
AUCyq (nglvml) 3366 = 1012 3390 + 76.53 1979 + 6533
Ratio S-warfurin/7-OH-S-warfarin o '
n 4 14 2 -
Ratio C o pac” (%) 1588 = 624.4 1477 £ 4200 2057 = 5615
Raﬁo AUC;upay” (%) 1929 = 1573 1684 + 673.5 354 £ 1292

mesn + SD, t,. - median frange}
¥ C e and €, may not have been reached
€ PAM: parent/metabolite

Table 7 shows the statistical evaluation of the pharmacokinetic parameters of S-warfarin,

7-OH-S-warfarin, and their ratios after administration of drug cocktail alone and in
combination with TMC125 (day 1).
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s ‘6ﬁ-Sivifai*farin, iid their ratlos after admlmstratlon of drll'g cocktall
. alone and in combmatlon Wlth TMCIZS (day 1. Gl

cyrcs T w1 T e ]

cockaail] TMCIZS +
.. | Pacameter : Dm‘tk_)ne Dmg(:;oclsﬁw.l m %Cl Pesiod | Sequence
1 v Grefierenee) | Day 1 (test)
S-warfarin : -
Cox (ngiml) 3063 308.1 1006 |9382-107.91 04659 | 0.6427
AUCsa (ng imL) 5191 5254 1012 {98.26-104.2 1 0.0807 | 04970
7-OH-S-warfarin
| o Caghal) 2056 | 2164 - 1053 |9439-117.4| 035832 | o892
AUCyq (og/ml) - - i 3128 Lk 3296 105.3 [9157-121.2] 03543 | 05574
Ratio S-warfuris I-OH-S—wafm
Rtti0 Coper pac’ (%) 1490 1924 9556 183221097 0.9489 | 09460
Ratio AUCsa s’ (%) 1659 1594 9607 |85.09-108.5 | 05285 | 04647
* 1 = 14 for drug cocktail alone {reference) and n = 12 for Treatment B, Day 14 (test)

* Conx 8614 g 14y B10L have been reached.
¢ P/M: parent/metabolite

-On day 1, the LSumeans Of Cmax and AUCoap of S-warfarin and 7-OH-S-warfarin were not
significantly altered when the cocktail was co-administered with TMC125 as compared
to when the cocktail was administered alone.

Table 8 shows the statistical evaluation of the pharmacokinetic parameters of S-warfarin,
7-OH-S-warfarin, and their ratios after administration of drug cocktail alone and in
. 3 combination with TMC125 (day 14).

Table 8: Statistical evaluation of the pharmacokinetic parameters of S-warfarin, 7-
OH-S-warfarin, and their ratios after administration of drug cocktail
alone and in combination with TMC125 (day 14).

CYP2C9 LSmeans * p-value
. - . Drug (125 4
. Parameter 0:%;:“ Dfubg%:i\imil :i::?z; 90(?,2)C 1 Period | Sequence
(reference) Day H(test) | . Coi
AS-warfarin ] .
Coux (ng/ml) 306.3 303.7 99.17 | 88.14-1ti6{ 06727 0.7353
AUCM (ng.h/mL) 5191 5462 1052 }93.43-1185{ 0.6100 0.7833
7-OH-S-watfasin® B
Cax (ng/mL) 20.56 1498 7289 }6043-87.931 03333 0.3371
AUC;y, (ng.h'ml) 328 180.2 5761 44.01-75.41 1 035305 0.1587
Ratio S-warfarin/7-OH-S-warfarin
Ratio Cpu pag’ (24) 1490 2057 138.1 16.7-163.4 | 0.3427 0.5110
Ratio AUCsq oa” (%) 1639 3013 1816 |1507-2187] 05912 | 02261

*n = {4 for drug cocktail alone (reference) and u = 12 for Treatment B. Day 14 (test)
* € s and 1, may not have been reached.
¢ PAM: parent/mctabolite

On day 14, the LSpeans 0f Crax and AUC,4, of S-warfarin were not significantly altered

when the cocktail was co-administered with TMC1235 as compared to when the cocktail
was administered alone.
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On day14, th cans, ratlo of Cmax and AUC2411 of 7-0H—S-warfarm were decreased by uv )

compared to when the cocktall was admimstered alone

CYP2D6 Pharmacokmetlcs of Dextromethorphan and Dextrorphan

Fig 5 shows the"mean plasma concentration time pioﬁles of dextromethorphan’ after
administration of drug cocktail alone and in combinatiori with TMC125 (day 1 and day
14).

Fig 5: Mean plasma concentration time profiles of dextromethori)han after
administration of drug cocktail alone and in combmatlon with TMC125 (day
1 and day 14)
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" Fig 6 shows the mean plasma concentration time profiles of dextrorphan after
administration of drug cocktail alone and in combination with TMC125 (day ! and day
14).

Fig 6: Mean plasma concentration time profiles of dextrorphan after
administration of drug cocktail alone and in combination with TMC125 (day
1 and day 14)
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27 % and.42.%. respectlvely, ,_when the cocktail was co-admmlstered w1th TMCIZS as S




Table 9 shows the meéan pharmacokmetlc parameters ‘of dextromethorphan dextrorphan
< and-their ratios after administration of" drug cocktall alone and in’ combmatlon w1th' :
: TMCIZS(daylanddayM) - SRR S s

-

Table 9: Mean- pharmacokmetlc parameters of dextromethorphan, dextrorphan,

and their ratios after administration of drug cocktail alone and in
combination with TMC125 (day 1 and day 14). -

TMCI25 + Drug

TMC125 + Drug

CYP2Dsé . '] Drug cocktail alone \
Pharmacokinetics® of: ) cocktail Q)ay ) | cocktail m 14
 Dextramethorphan

n : 14 14 12

Coanx (ng/mL) 1.890 %:1.620 2445 & 2382 | 1292 +.0.9701
T (B} 3.00(1.00-500) | 2.40(0.98-4.98) 297(1.95-7.98)
AUCq, (ngvmL) - $330 + 7648 | 1112+ 9728 | 5865 + 4.143
Dextrerphan ' .

N 14 14 12

Co (gL 2979 + 84.15 2664 + 69.48 236.1 + 5236
tase () 3.99 (2.00-5.00) 4.85(0.98-4.98) 2.97(1.97-7.98)
AUCy (ngh/mlL) 1283 % 235.2 1263 & 2064 1101 + 239.7
Ratia ch(ramelho:yhan/dextrmphan ‘ » ‘ .

a o o 14 ~ 4 12

Ratio Coicpas® (%) 06872 £ 0.7151 | 09198 + 08818 | 0.5284 + 03622
Ratio AUCss e04° (%) 06811 + 0.7143 | 0.9076 £ 0.8629 | 0.5181 + 0.3535

* mean £ SD, 1, median [range]
® P/M: parent/metabolite

Table 10 shows the statistical evaluation of the pharmacokinetic parameters of
dextromethorphan, dextrorphan, and their ratios after administration of drug cocktail
alone and in combination with TMC125 (day 1).

Table 10: Statistical evaluation of the pharmacokinetic parameters of
dextromethorphan, dextrorphan, and their ratios after administration of
drug cocktail alone and in combination with TMC125 (day 1).

CYP2D6 ESmeans*. pvalue
25+ .

Piramiter owae | Drmx;cmy il | L5 | 9Tt | Pariod | eqieone]
(reference) | Day 1 (test)

Dextromethorphan

Cox{ngml} 1363 13577 tis7 91 07-1470 1 04911 | 0234

AUCy (ng h'ml) 6.003 71613 126.8 102.7-156.6 | 0.9327 | 0.2148

Dextrarphan

Coax {ng/ml) 186.8 2589 9037 81929947 00726 | 0.3382

AUCq (ng hml) 1262 1247 98.78 93.35-104.5 | 0.5610 | 0.0693*

Ratio d ) arphun

Ralm(‘,,(?“"("/a) 04731 0.609 1282 105.6-135.6 5 09157 | 01433

Rattio AUCg, p o [\]] 04756 4.6107 1384 106.6-154.7 | 0.9661 { 01051

* Statistically significant differcnce
"1 = 14 far Treatment A (reference) and Treatisent B. Day bitesy)
¥ P:M-parent metabolite
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i 'On day,'l-' the LSmeans rano of Cinax and AUCsh of, dextromethorphan increased by 16 %. B
. . .respectively, ‘when. the cocktail , was co-admlmstered ‘with TMC125 as:.

compéred to when the cocktall was admmlstered alone ek e
On day 1, the LSmeans ratio of Cmax and AUCsp of .dextrorphan were not . 51gn1ﬁcantly
altered when the cocktail was co-admmlstered with TMC125 as compared to when the
cocktail was administered alone. -

Table 11"shows thie statistical evaluation of the pharmacokinetic parameters of

dextromethorphan dextrorphan, and their ratios after administration of drug cocktail

alone and in combmatlon with TMC125 (day 14).

Table 11: Statistical evaluation of the pharmacokmetlc parameters of
dextromethorphan, dextrorphan, and their ratios after administration of
'drug cocktail alone and in combination with TMC125. (day 14).

CYPD6 LSateans * ; pvalue
Dmg' TMC12S +

Parameter . :alklnc coDrck:ag.il. r;:z?‘}g 90(2;)0 Period | Sequence

: : | (eferonce) {Day W (test)].

Dextromethorphan '

Come (0g/ml) 1363 1163 | 3530 139311227 0.0856 | 0.0335¢

AUCy, (ngdveal) - 106003 | 5648 | 0408 {7198:230] 00523 | 00522%

Dextromphar ; i .

Ce Gighnily - 1 2868 | 3127 | 20:60 160089404} 0:1094 | 63341

AUCg, (ng. WmL) 1262 1078 8538 |77.57.9397] 0.1172 | 0.4106

Ratio dextromethorphan/dextrorphan

Ratio (‘,,,‘m, {%) 0.4751 0.5285 1112 §8593-14401 00754 ;| 0.0286*

Ratio AUCq,pas” (%) 04756 | 05306 | 1ite |90.07-138.0 ] 0.0618 | 0.0262*

+ S!ansucal(y significant difference - .

‘n=|4for Tremmnl A {reference) and Treatment B, Day 1 (test)
¥ P/M: pareat/nctabolite

On day 14, the LSpeans ratio of Cpax and AUCgy, of dextromethorphan was decreased by
15 % and 6 % respectively, when the cocktail was co-administered with TMC125 as
compared to when the cocktail was administered alone.

On day 14, the L.Sm,galns ratio of Cruax and'AUCg;l of dextrorphan were decreased by 20 %
and 15 % respectively, when the cocktail was co-administered with TMCI125 as
compared to when the cocktail was admlmstered alone.

CYP3A4: Pharmacokinetics of Midazolam and 1-OH-Midazolam
Fig 7 shows the mean plasma concentration-time profiles of midazolam after

administration of drug cocktail alone and in combination with TMC125 (day 1 and day
14).




Flg 7‘ “Mean plasma concentratlon-tlme profiles of mldazolam after admlmstratlon i
PR of drug cocktall alone and in combmatlon w:th TMCIZS (day 1 and day 14)
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Fig 8 shows the mean plasma concentration-time profiles of 1-OH-midazolam after
administration of drug cocktail alone and in combination with TMC125 (day 1 and day
19, ) : : 1

Fig 8: Mean plasma concentration-time profiles of 1-OH-midazolam after
administration of drug cocktail alone and in combination wnth TMC125 (day
1 and day 14)
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-The mean plasma concentratlon-tlme proﬁles of mldazolam were snmllar aﬁ:er a smgle 0
- intake ‘of .the . drug. cocktail .alone and. after co-administration with a, smgle dose of
- TMC125 (day 1). On day 14 of treatment B, combined intake of TMC125 and the drug -
cocktail resulted in lower plasma concentrations of midazolam, compared to the reference
treatment (treatment A). For 1-OH-midazolam, the mean plasma concentration-time
profiles were similar after administration of drug cocktail alone and after single dose
administration of TMC125 on day 1 of treatment B. On day 14 of treatment B, the
mean plasma concentration-time profiles of 1-OH-midazolam were hlgher compared to
reference treatment A.

‘Table 12 shows the pharmacokinetic parameters of midazolam, 1-OH-midazolam, and
their ratios after administration of drug-cocktail alone and in combmatlon w1th TMC125
200 mg b.i.d. (day 1 and day 14).

»Ta.ble 12: Pl‘larmacokinetic parameters of midazolam, 1-OH-midazolam, and their
ratios after administration of drug-cocktail alone and in combination

with TMC125 200 mg b.i.d. (day 1 and day 14)

CYP3A4 Drug cocktail alone | TMCI125 + Dreg TMCI25 + Drug
: ﬂ';r ineics® of: R . Cocktail (Day 1) . Cocktail (Day ;4)
Midazolant i
s - 14 14 12

Co (ng/ml) 3595 & 7755 36.26 = 9.837 3938 = 1443
Lo (B) 0.08 (0.07.0.25) 0.08 (0.07-0.37) 0.07 (0.05-0.23)
AUCs;, (ngW/ml) 38.65 + 6.626 37.33 = 6825 2748 = 5216
1-OH-midazolain C :
n 14 14 12

Coux (ng/mL) 2582 + 0.8024 2989 = 0.9204 4310 = 1.770
b () 0.25 (0.23-2.00) 0.23 (0.12-0.50) 0.23(0.22-0.48)
AUC4, {ng.h/ml) 3832 & 1271 6.221 = 108l 6531 = 1.633
Ratio midazolan/1-OH-midazolam

n 14 14 12

Ratio oy 2 ” (%) 1495 + 4728 1316 = 3440 970.7 = 366.6
Rano AUCy 53" (%) 685.1 = 167.0 608.8 = 116.1 4302 = 71.76

* mean % SD, t,,,,- median [range]
* PAM: parent/metabolite

Table 13 shows the statisﬁcal analysis of the pharmacokinetic parameters of midazolam,
1-OH-midazolam, and their ratios after administration-of drug cocktail alone and in
combination with 200 mg TMC125.b.i.d. (day 1).

s
S

270



Table 13 Statlstlcal analys1s of the: pharmacokmetlc parameters of mndazalam, 1-
OH—mldazolam, and thelr ratios after administration of drug cocktall
‘ alone and in combmatmn wnth 200 mg TMC125 b.l.d (day 1) 2

CVP3AG : Lsmws‘ ' ' ' pvalis
o o ] ST bt
Ce (péferedcey |

Coom luig/ll} 35.13 3498 | ‘9956 |3874-11L7] 63454 | 08761
AUCs: (rgb/ml) EL A1) 3674 56421 9001-103.3 | 00958 | 06461
Coe (il 2471 2,859 087 95723981 69151 | 02984
| AUCq (nghv/ml) ) 5.923 6.142 107.3 | 1o16-113.4 | aoft4s | 01785
Ratio wiidétolany/i-OH-midizolam ]

Ratio Coerad (%) 1422 1223 | 8606 | 67.66:1095 | 0.7077 | 0.2839:
Ratio AUCamad (4} 6660 5983 89.83 | 80.65100.1 | 07178 | 04124

* Suusuaﬂy sigtifecant dlﬁe(m
n= 14 for Treatnient A’ (xei'ﬂencc) agd Treatmént B, Day 1 (test).
tpave parent/metabolite

Table 14 shows the statistical analysis of the pharmacokinetic parameters of midazolam,
1-OH-midazolam, and their ratios after administration of drug cocktail alone and in
-combination with 200 mg TMC125 b.i.d. (day 14)

Table 14: Statistical analysns of the pharmacokmetlc parameters of mldazolam, 1-
: OH-midazolam, and their ratios after administration of drug cocktail
alone and in combination with 200 mg TMC125 b.i.d. (day 14)

CYP3A4 LSmeans* p-vahe
o ; }
|Parameter cgf:;iﬂ Dﬁ;i:i;ll ;S‘::c(::; 90(:2)(: 1 Period | Sequence
(reference) Day 14 (test)
N idazolam
Co (ng/ml) 3513 35.07 9983 |78.46-127.0] 0.1349 | 0.0389*
AUCy, (ngVml) 38.11 2646 | 68.65 [64.04-73.59] 02330 | 04112
1-OH-midazolam -
Cou (ng/mL) 2471 3880 1570 [1302-1893{ 03096 | 0.1117
AUCy (ng /mlL) 5722 6.238 1090 100.4-118.3} 0.1920 | 0.1690
{Ratio midazolam/1-OH-midazol .
Ratio Caucend’ (%) 14n 904.2 63.60 [48.88-82.74 0.4900 | 09759
Ratio AUCs;pns’ (%) 666.0 4198 63.04 |56.65-70.15| 0.0898 | 09889

* Slausncally significant difference
=14 for Treatment A (reference) and Treatment B. Day | (test)
i P M: parentmetabolite

On day 1, The LSpeans Of Crax and AUCp values of midazolam were similar after
administration of a single dose of the drug cocktail and single dose administration the
drug cocktail and TMC125. For 1-OH-midazolam, the Cpax and AUC,,, were increased
by 16 % and 7 %, respectively, after single dose TMCI125. The LSgean of the
parent/metabolite ratios of Cyac and AUC),, were decreased on day 1 by {4 % and 10 %,
respectively.
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- .%. The

~.On day,_, 14, !
mean of Cmax and ~AUC;ast for l-QH—mldazolam ‘were mcteased by 57 % an
%, respectxvely - The,. LS,mt,ls of ithe: parent/metabohte ratlos of . Cma.x and, AUClast of -
midazolam and I-OH mldazolam decreased by 36 % and 37 %, respectlvely -

The plasma concentratlons and the AUCyyst of mldazolam on day 1 were s1m11ar for the 2

treatment sequences (panel 1 starting with treatment A versus panel 2 starting with
- treatment B), suggesting the 14-day washout period was sufficient for CYP3A4 to return
to its baseline activity after 14 days of induction.

* Reviewer's Comment

Midazolam was not administered orally in the current trial (it was only administered
intravenously), hence, the extent of CYP3A4 induction by TMCI25 in the gastrointestinal
tract cannot be determined. Therefore, the "true" magnitude of CYP34 induction by
CYP3A44 may have been under estimated in the trial.

CYP2C19: Pharmacokinetics of Omeprazole and 5-OH-Omeprazole
Fig 9 shows the mean plasma concentration-time profiles ‘of omeprazole after
administration of drug cocktail alone and in combmatlon with TMC125 (day 1.and day ,

-14).

Fig 9: Mean plasma concentration-time profiles of om'epraiole after administration
of drug cocktail alone and in combination with TMC125 (day 1 and day 14)
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Fig 10 shows the mean plasma concentration-time profiles of 5-OH-omeprazole after
administration of drug cocktail alone and in combination with TMC125 (day 1 and day
14).
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Flg 10: Mean plasma concentratlon-tlme proﬁles of 5«0H—omepraz0 & after
- administration of drug cocktall alone and in comhmatlon 'Wlt_ TMCIZSI :

(day 1 and day 14). *
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- The mean plasma concentration-time profiles of omeprazole were increased after intake
of the drug cocktail with a single dose of TMC125 (day 1) or at steady-state conditions of -
TMCI125 (day-14), with the highest increase in omeprazole concentrations on day 14.
The mean plasmia concentration-time profiles of 5-OH-omeprazole were increased and
decreased, respectively, after intake of the drug cocktail with a single dose of TMCI125
(day 1), or at steady-state conditions of TMC125 (day 14). The maximum plasma
concentrations of 5-OH-omeprazole were reached 3 h after intake of omeprazole after
treatment A, or on day | of treatment B. On day 14 of treatment B, the plasma
concentrations were still increasing at the end of the sampling period. It is therefore
possible that the maximum plasma concentration of 5-OH-omeprazole had not yet been
reached within the 5-h sampling period. '

Table 15 shows the mean pharmacokinetic parameters of omeprazole, 5-OH-omeprazole,

and their ratios after administration of drug cocktail alone and in combination with
TMC125 200 mg b.i.d. (day 1 and day 14).
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_ Table 15:

.Mean pharmacol;metlc parameters of omepr %
' _.and thelr ratlos after admlmstra_lon of dru' \
combmatlon Wlth TMC125 200 mg b. l.d (day 1 and day 14)

TMCHS + Drwg

CYP2C19 Drug cocktall alone TMCIS + Dreg
. Sinesics of || owkadlDay ) | cockuall Day 14)
Omeprazole

u ] “ [VRREE B 12

C o (/1L 3648 + 2373 4294 % 249 6629 + 3567
T () 299(1.00-500) | 297(150-498)¢ | 298(1.97497)
AUC, (egvmil) 7294 & 5271 9473 = 5020 1437 + 9450
5-OH-omteprazole )

u- 14 “ 12

C e (P/eil) 2442 = 010 2430 + 8692 1236 + 66.10
4 (B) 299(1.00500) | -2.98(128-498) 495 (197497
AUCs, (ng Wml) 5482 + 2856 | 5682 £ 1991 279.7 + 1815
Ratio eneprazole/5-QH-omeprazole] i

a 4 . 12
Rﬂinc.,m'(‘/.) 146.5 = 64.57 1784 £ 7214 5383 & §2.59
Ratio AUCq po/ ) 1334 = 60.87 1715 & 7048 5290 + 8954

* mean 2 SD, (o medxzn[range)

S PM: parent/metaboli

e,. 5 OH—omeprazole,
ktall alone and.i m__ :

Table 16 shows the statistical analysis of the pharmacokinetic paraméters of omeprazole,
5-OH-omeprazole, and their ratios after administration of drug cocktail alone and in
combination with TMC125 200 mg b.i.d. (day 1).

Table 16: Stat.isvtical analysis of the pharmacokinetic paraméters of on’ieprézdle, 5-
OH-omeprazole, and their ratios after administration of drug cocktail
alone and in combination with TMC125 200 mg b.i.d. (day 1)

CYPIC19 LSmeans* p-value

Parameter Dmilz:ccklml x&? l;zd;'ulg LSrnezns 90"/?(21 Pertod | Sequence
{reference) (test) satio (%) %)

Ormeprazole

C oo (agiml) 2874 3832 1333 | 9036-196.8 | 02458 | 05768

AUCq (ng biml) 516.1 837.9 1624 | 10022629 | 0.7258 | 0.6446

3-OH-omeprazole ) )

Coe (ng/ml) 2148 310 107.5 | 78.48-147.3 | 06153 | 0.7604

AUCy (ng.b/ml) 423.7 528.2 124.7 175852049 | 07139 | 0.7918

Ratio omeprazole/S-OH-omeprazole . - .

Ratio Carcend® (%) - 1338 1659 1240 | 1044-1473 ] 00948 | 02644

Rafio AUCamd () 121.8 158.6 1302 §1§2.2-151.210.0330* | 0.2494

‘Staumﬂyszgmﬁcamdxﬁ'amoe i

= 14 for Treatment A (reference) and Treatment B, Day 1 (test)

“p P/M: parent/nwetabolite

Table 17 shows the statistical analysis of the pharmacokinetic parameters of omeprazole,
5-OH-omeprazole, and their ratios after administration of drug cocktail alone and in

combination with TMC125 200 mg b.i.d. (day 1).




. Table 17, Statlstlcal analys:s of the pharmacokmetlc parameters of omeprazole,
s OH—omeprazole, ‘and their ratios after administration of drug cocktall
alone and i in combmatlon w1th TMC125 200 mgb.i.d (day 1)

O fdiieans | 90%CT 1
Y ratio (%) ) Pegiod {Sequence]
2874 5158 1795 | 91.97-3503 | a.4502 | 0.7107
Se 1 eas 1831 | 18254286 | 02517 | 03446 |
2148 98.17 4570 | 25778104 | a2m3s | 0288
4337 1 1840 4344 | 19749560 | 03699 | 02522
Ratio Conerit’ 39) 1338 5412 4045 | 340.1481.1 | 000832 | 0.1626
. Retio AUCamd () _ 4218 . 5267 4324 | 373.7-5004 | 0.0414* | 0:1047

o S&ausuuiﬂy “Significant difference
i = 14 foF Treatment A, (ceference) aind Tréateas B. Day 1 (test)
5 PAM: parentimetabolite

Compared to treatment with drug cocktail alone, the LSpcans Of Cmax and AUCp of
omeprazole were increased by 33 % and 62 %, and increased by 79 % and 83 %, on day
1 and day 14 of TMC125 treatment, respectively. The LSqyeans of 5-OH-omeprazole were
increased by 8 % and 25 % on day 1, and decreased by 54 % and 57 % on day 14.

Pharmacokinetic Results Summary
CYP1A2

e The LSpems Of Crax and AUCys; of caffeine and paraxanthine were not
significantly altered (all changes < 10 %) when the cocktail was co-administered
with TMC125 on day 1 as compared to when the cocktail was administered alone.

e The LSpeans Of Cmax and AUC2; of caffeine were decreased by 16 % and 15 %
tespectively, when the cocktail was co-administered with TMC125 on day 14 as
‘compared to when the cocktail was administered alone.

e The LSmeans Of Crax and AUC, of paraxanthine were not significantly altered (all
changes < 10 %) when the cocktail was co-administered with TMC125 on day 14
as compared to when the cocktail was administered alone.

CYpP2C9

¢ On day 1, the LS;eans Of Cinax and AUCs4, of warfarin and 7-OH-S-warfarin were
not significantly altered when the cocktail was co-administered with TMC123 as
compared to when the cocktail was administered alone.




On. day, 14' the LSmm pf Ciuaic-and AUC24h -of warfarin. were .not. 31gn1ﬁcantly.
W when the cocktall - was admiinistered alone

. On day 14, the LSmms ratio of Cmax and’ AUC24h of 7- OH~S-warfarm were
: decreased by 27 % and 42 % respectively, whe the cocktail was co-administered
with TMC125 as compared to when the cocktail was administered alone.

CYP2Dé6

e On da& '1 the [;Smeans.retio of Cpax and AUCgh of dextromethorphaﬁ increased by
16 % and 27 % respectively, when the cocktail was co-administered with
TMC125 as compared to when the cocktail was admiinistered alone.

e On day 1, the LSmeans ratio of Cmax and AUCg, of dextrorphan were not
significantly altered when the cocktail was'co-administered with TMC125 as
compared to when the cocktail was administered alone.

e On day 14, the LSpeaus ratio of Cpax and AUCml of dextromethorphan was
decreased by 15 % and 6 % respectlvely, when the cocktail was co-administered
with TMC125 as compared to when the cocktail was admlmstered alone

e On day 14, the LSmeans ratio of Cpax and AUCsy, of dextrorphan were decreased by
20 % and 15 % respectively, when the cocktail was co-administered with
TMC125 as compared to when the cocktail was administered alone.

CYP3A4

e Onday 1, The LSyeans 0f Crmax and AUC 5 values of midazolam were similar after
administration of a single dose of the drug cocktail and single dose administration
the drug cocktail and TMC125. For 1-OH-midazolam, the Cpay and AUCys were
increased by 16 % and 7 %, respectively, after single dose TMC125. The LSmean
of the parent/metabolite ratios of Cpax and AUC;ast were decreased on day 1 by 14
% and 10 %, respectively.

e On day 14, LSuea of midazolam Cpax was similar and the AUC),q was decreased
by 31 %. The LSmean 0f Crnax and AUC s for 1-OH-midazolam were increased by
57 % and 9 %, respectively. The LSpeans of the parent/metabolite ratios of Crax
and AUC,y of midazolam and 1-OH midazolam decreased by 36 % and 37 %,
respectively.

CYP2C19
e Compared to treatment with drug cocktail alone, the LScans 0f Crax and AUC g

of omeprazole were increased by 33 % and 62 %, and increased by 79 % and 83
%, on day 1 and day 14 of TMCI25 treatment, respectively. The LSpeans of 5-
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OH—omeprazole were mcreased by 8 % and 25 % on day 1, and decreased by 54
Y% and 57 % on day 14. : ;

Concluswn
© TMCI125'is notan mducer or inhibitor of CYP1A2 and CYP2D6

TMCI125 is an inducer of CYP3A4.
TMC125 is an inhibitor of CYP2C9 and CYP2C19.

APPEARS THIS WAY -
ON ORIGINAL
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o ’:Study Number
TMC125—C176

Title : '~ S .

Phase I, open-label trial to investigate the pharmacokinetic interaction between TMC114
(darunavir)/ritonavir and TMC125 at steady-state in healthy subjects. ' ' -

Objectives

e To determine the effect of steady—state concentrations of TMC1 14/rtv on the
steady-state pharmacokinetics of TMC125..

e To determine the effect of steady-state concentrations of TMC125 on the steady-
state pharmacokinetics of TMC114 and rtv.

Study Design

Phase I, open-label, randomized, 2 period crossover trial. The trial consisted of two
treatment sessions separated by a washout period of at least 14 days. 32 subjects were
randomized to 2 panels (panel 1 and panel 2) in a 1:1 ratio (16 subjects per panel). In
panel 1, subjects were randomized to either treatment A or treatment B1 and in panel
2, the subjects were randomized to elther treatment A or treatment B2. The followmg
treatments were administered:

Treatment A:
100 mg TMCIZS b.i.d for 7 days and a single dose on day 8.
Treatment B1:

TMC114/rtv 600/100 mg b.i.d. for 15 days and a single dose on day 16 + 100 mg .
TMCI125 b.i.d from day 9 to day 15 and a single dose on day 16.

Treatment B2:

TMCl114/rtv 600/100 mg b.i.d. for 15 days and a single dose on day 16 + 200 mg
TMCI125 b.i.d from day 9 to day 15-and a single dose on day 16.

Subjects entered the testing facilities on day -1 of each session and were discharged the
following morning when all evaluations of day 1 of that session were completed. Prior to
the first drug intake in each session, subjects had to fast overnight for at least 10 hours,
except for the intake of water (allowed until 2 hours before trial medication intake). The
trial medication (TMC114/rtv and TMClZS) was taken under fed conditions within 15
minutes after completion of a meal.
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In treatment A, the 12-hour pharmacokmetlcs of TMC125 ‘was determmed on day 8. In : K
treatment B1, the 12-hour pharmacokinetics of TMC125 was deteimined on day‘16:and ~~ =

the 12 hour pharmacokinetics of TMC114/rtv was determined on day 8 and day 16. In

" treatment B2, the 12 hour pharmacokinetics of TMC125 was assessed on day 16°and- the h '

12 hour pharmacokmetlcs of TMC114/rtv was determmgd on day 8 and day 16.

Inveshgatlonal Product(s)

TMC114 was provided as F001 (400 mg) or F002 (200 mg), and the mactlve mgredlents
mlcrocrystallme cellulose, - colloidal silicon dioxide, and
magnesium stearate. The batch #s were PD1175 (F002) and PD1168 (F001) and the
expiration date was March 2006 for both the formulations

Reviewer's Note Regarding TMC114 Formulation Used in the Trial

The sponsor used F001 (400 mg) and F002 (200 mg) formulations in the trial. These

Sformulations were the “clinical trial formulations" of TMCI114 and the results of a

previously conducted single dose (administered under fasted conditions) BE study

(submitted with TMCI114 NDA; NDA 21-976) showed that the approved commercial
Jformulation of TMC114 (F016) had approximately 35 % higher AUC as compared to the

clinical trial formulations (FO01 and F002). However, under steady state fed conditions,

the systemic exposures of TMC114 from the clinical trial formulations and commercial
formulation were similar. Since the PK parameters of TMC114 (after administration of
the "clinical trial formulations"” of TMC114) in this trial were determined under steady
state fed conditions, the use of "clinical trial formulations" in this trial (instead of the
commercial formulation) is not going to alter the conclusions of the trial.

TMCIi25 was formulated as a tablet (F060) containing 100 mg TMCI25 ~— spray
drled in a ﬁxed ratlo w1th hydroxypropylmethylcellulose and microcrystalline cellulose,

—_———— croscarmellose sodium, magnesium stearate, lactose
monohydrate, and —_— " The batch # was 05A05 and the expiration date
was July 2005. ' '

Ritonavir (Norvir®) was provided as a 100 mg capsule The batch # was 17614A and the
expiry date was April 2006.

Assay Methods

The plasma concentrations of TMC125, darunavir, and ritonavir were determined using
validated liquid chromatographic-tandem mass spectrometry methods (LC-MS/MS). The
lower limit of quantification for TMC125, darunavir, and ritonavir was 2 ng/mL, 5 ng/mL
and 5 ng/mL, respectively.
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P Pharmacokmetlc and Statlstlcal Data Analysns

Pharmaco]anetlc Analyszs

A tota-l of 32 subjects were to be inc':‘lu'déd. A minimum of at least 12 Sabjec'fé bbmpif;ting

~_all sessions was considered sufficient to allow for relevant conclusions. . The

pharmacokinetics and statistical analysis was performed using SAS system for Windows
version 8.2. A non-compartmental model with extravascular input was used for the
pharmacokmetlc analysis. Based on the individual plasma concentration-time data and
using the scheduled sampling time, the standard pharmacokmetlc parameters were
computed. S . -

Statistical Analysis

Descriptive statistics were calculated- for the plasma  concentrations of TMCI125,
TMC1 14, and ritonavir at each time point and their derived pharmacokinetic parameters.
The primary pharmacokinetic parameters used in the statistical analysis were Crin; Crrax,
and AUC 4, for TMC125, TMCI 14, and r1tonav1r on the logarlthmlc scale.

»-RESULTS

Sui)jec.t Disposition and Demographics :

~ Out of the 80 subjects screened, 32 subjects were randomized to the two panels and
started treatment. 23 subjects completed the trial (8 subjects randomized to sequence A-

B1, 5 subjects randomized to sequence B1-A, 6 subjects randomized to sequence A-B2,
and 4 subjects randomized to sequence B2-A). Fig 1 shows the subject disposition.

APPEARS THIS Way
ON ORIGINAL
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Fig 1: Subject Disposition in Trial TMC125-C176 ' -

-

l' - NQBbsﬁi)'jbec&saewed ]

N=48 screening
failures

[ N= 37 subjects randomsized and freated |

“Panel T Sessions Aand B1 | - Panel IT: Sessions A and B2
n=16 n=16

l _ 1 -
l | » ! |
Sequence A/B1* Sequence Bl/A” Sequence A/B2 Sequence B2/A
n=9 n=7 n=9 n=7
1 dropout 2 dropouts 1 dro;i)out 5 dropouts®
[ n=8completed | I ™ n=5completed | = | n=6completed | [ n=4completed |

* Includes CRF ID 1760011 who was randomized to sequence BI/A, but received treatment according to sequence
A/BL : B

® Includes CRF ID 1760008 who was randomized to sequence A/B1, but received treatment according to sequence .
BU/A . ' ’

< Inchides CRF IDs 1760027 & 1760028 who were randomizéd to sequence A/B2, but received treatment according
to sequence B2/A | ) )

9 subjects dropped out before trial completion; 6 of these subjects were withdrawn
because of AEs (5 due to skin events and 1 due to headache), one subject (CRF ID
1760007) was withdrawn from sequence A/B1 (during session A treatment with
TMC125) because of non-compliance (positive drug screen), and 2 subjects withdrew
their consent (CRF ID 1760012 during Session B1 in sequence B1/A; and CRF ID 176
0029 during session B2 in sequence B2/A).

Table 1 shows the demographic data collected in the trial.

Table 1: Demograbhic data collected in trial TMC125-C176

¥ Panel 1. . Panel 1 All Panels
Paranieter N=16 N=16 N=32
Age. years 44.0 (18-33) 34.5(18-33) 42.0 (18-53)
Median (range) :
Height. cm 180.0 (155-193) 1795 (160-191) 180.0 (155-193)
Median (range) L
Wesght, kg 78.5 (38-93) 78.0(62-93) 78.0 (38-9%)
Median (range)
BMI, kg/u 13.5(19-28) 23.7(19-29) 13.6 (19-29)
Median (range)
Gender, n (%)
Male 15(93.8) 13(81.3) 18(87.5)
Fewmale 1(6.3) 3(18.8) $(12.3)
Ethaic ofigin. v (%)
Hispaaic 1(6.3) 1(6.3) 2(6.3)
White/Caucasian 13938 13(93.8) I I 21 N
Type smoker. n (%)
Light smoker 6{(37.3) 1(6.3) 7219
Nonsmoker 10 (62.5) 13 (93.5} 23(78.1)
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Pharmacokmetlcs

All blood samples collected to determme plasma concentrations of TMC125 TMCL! 14,

and ritonavir were available for analysis. Table 2 shiows the available pharmacokmetlc
data from sub_]ects who discontinued the trial.

Table 2: Availab_le pharmacokinetic data from subjecfs who discontinued the trial

CRFID - Panel Final TMC125 TMC114/rtv TMC114/rtv +
. sequence measurement | alone profile(s) | alone profile(s} | TMC125 profile(s)
) Panel 1 - . - :
1760007 A-Bl Bl Day1- ADay8 - no no
1760010 Bl-A Bl Day8,12h | no B1 Day 8 no
1760012 Bi-A Bl Day$ no no | no
number of available profiles n=14 n=14 u=13
: . Panel I . . .
1760022 A-B2 B2 Day 13 ADay$§ B2Day8 no
1760027 B2-A B2 Day 8, 12h | no B2 Day 8 no
1760028 B2-A B2 Day 11 no B2 Day & 1no
1760029 B2-A B2 Day 5 no no no
1760033 B2-A B2 Day 8, 12h | no B2 Day 8 1o
1760035 B2-A B2 Day 8,12k | no B2 Day 8 no’
number of available profiles v : n=11 n=15 . n=10 :

IMCI125

Fig 2 shows the mean steady state plasma concentration time profile of TMCI125 after
administration of TMC125 100 mg b.i.d. with or without concomltant admlmstratlon of

TMC114/rtv 600/100 mg b.i.d.

Fig 2: Mean steady state plasma concentration time profile of TMC125 after
administration of TMC125 100 mg b.i.d. with or without concomitant
administration of TMC114/rtv 600/100 mg b.i.d.
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3 . '.F ig3 shows the medn steady state plasma concentratlon tlme proﬁle of TMCIA_' aﬁer- o
"= administration of TMC125alone (100" mgb.id:) or - when co-admlmstered with** e
- TMCI 14/rtv (TMCIZS 200 mg b i d + 'IMC114/rtv 600/100 mg b.id. )

Flg 3: Mean steady state plasma conceutratlon tlme profile of TMC125_after
administration of TMC125 alone (100 mg b.i.d.) or when co-administered
with TMC114/rtv (TMC125 200 mg b.i.d+ TMC114/rtv 600/100 mg b.i.d.)

™CBs . Panel , mean*
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*: arithmetic mean

The mean plasma concentrations of TMC125 were decreased when TMC125 (100 mg
b.i.d.) was co-administered with 600/100 mg TMCl114/rtv b.i.d (pamel 1). When
TMCI125 was administered as 200 mg b.i.d. in combination with 600/100 mg b.i.d.
TMC114/ttv (panel 2), the mean steady-state plasma concentrations of TMC125 were
higher compared to administration of 100 mg b.i.d. TMC125 alone.

Table 3 shows the pharmacokinetic parameters of TMC125, with or without co-
administration of TMC114/rtv in panel 1 and panel 2.
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: Puel! i : :
mvougmcxxm+ 100 tug TMCIZS5 aloae
o 100w IMCI2SBad. - FURERRER 17 A B
Test Reference
©oc13 e 14
3.00{2.00-4.00] 300[1.50 - 6.00]
313 & M8 452 '+ 122
112 = 67 198 = 101
94 £ 49 189 + 93
2204 = 952 3592 + 1388
10 + 535 204 = 108
_125 2 354 969 = 327
Panelll
6007100 mg TMCITHIrty + 190 mg TMC125
200 mg TMC125 bid. bid.
) Test Reference
10 il
3.00{1.50-4.00] 3.00{1.50 - 6.00]
734 = 305 405 = 148
280 & 187 161 = 48
268 + 151 156 = 50
5519 = 2452 3062 = 816
286 = 164 166 = 56
073 = 306 988 + 24.7

Table 4: Statistical evaluation of the pharmacokinetic parameters of TMC125

T a— -

~ 9% confidence iaicrval

Table 4 shows the statistical evaluation of the pharmacokinetic parameters of TMC125.
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Parameter Reference Test Reterence | = TatRefecence Treatment | Perled Sequewce W)
Compgmly | 13 133 302 4 068 | 957-0.82 ©.0029 06187 o101t el
Cos 13 4 86 167 51 | 0.44-061 ~@.0001 09462 0.8646
{ogmLy -G
AUCs [ERRE ] 2108 382 063 | 0.54-0.73 0.0001 05790 | 0342
Caghihul) i O
= : mcdize vafue (Kock sustvsty N
T™MCHE &
e 190 0 ——
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Teu/ TMCIXbAL | alowebid
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teon B 3 15 30 3.0 0.6216 0.6216 0.150¢ (D
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TMCI128 [ Least squares mcans p-vatue ‘ ’
THCHIY
T res O
+300 ™ens Treatment ratha, 44
Test? TMCI25 614 aleacbid aed 90% CT* ﬁ
Racauseier Reference Test Refecence Test/Reference Treatmen! | Periad <
Com(ugial} § 10 | 11 733 94 18] 136-211 | <00001 | 0.1767 | 0.0487 -
Com (ngrml) | 10 | 11 28 153 67 | £38-203 00014 GOt | o2
AUCea 11 3538 3078 1.80 | 1.56-208 | <00000 | €.0883 | 00250
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[ 160 ;g
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After concomitant steady state administration of TMC125 100 mg b.i.d. and TMC114/rtv

600/100 mg b.i.d. (panel 1), the Crax, Cmin, and AUC decreased by 32 %, 49 %, and 37
%, respectively.

Reviewer's Comment:

The statistical analysis indicates higher exposures (AUC) of TMC125 after steady state
co-administration of TMCI125 200 mg b.id. and TMCI14/rtv 600/100 mg b.id. The
sponsor did not evaluate the pharmacokinetics of TMC125 after administration of 200
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" mgbi d. ’IMC125 alone and used the PK parameters of TMCI125 after: steady state."{_ _

v 'admzmstratzon of 100'mg b.i:d. TMCI125 aloné as the reference regimien in the Statistical -

analysis. Therefore the” "hzgher" ™cC125 exposure in the presence of DR Virtv should .
be: tnterpreted in the context of adi ﬁ%rent dose of the reference regzmen ( 7 MCI 25 1 00?"1?‘
mgbta') : o -

The results of trial TMC125-C139 (trial dcsigned to evaluate the effect of steady state
concentrations of TMC114/rtv 600/100 mg b.i.d. on the steady state pharmacokinetics of
- 800 mg b.i.d. TMC125 (TF035) and vice versa) showed that the AUC, Ciax, and Cpin of
TMC125 decreased by 33 %, 34 %, and 44 %, respectively, when TMC125 wis -
combined with 600/100 mg b.i.d TMC114/rtv. Further, AUC, Cpax, and Cpiz of TMC114
(administered as TMC114/rtv) increased by 23 %, 26 %, and 13 %, respectlvely, when
combined with TMC125

Reviewer's Comment

The results of trial TMC125-C139 showed that the systemic exposures of TMCI125 (when
administered as formulation TF035) decreased when TMCI25 800 mg b.id. (as.
Sformulation TF035) was co-administered with TMC114/rtv 600/100 mg b.i.d. In order to
determine the magnitude of change in the pharmacokinetic parameters of 200 mg b.i.d.
TMC125 (proposed dose; administered as F060) when co-administered with TMC114/rtv
600/100 mg b.id., this reviewer compiled the data from two other studies in which
TMCI25 200 mg b.i.d. was administered (as formulation F060) alone as one of the
regimens. Table 5 shows the comparison. '

Table 5: Comparison of PK Parameters of TMC125200 mg b.i.d (F060) across
Various Studies '

Mean = SD
PK Parameters of | TMC125-C171* TMC125- TMCI125-C176
TMC125 C177** (Current Trial)
N 15 23 10
Cotr (ng/mL) 529.1 £ 162.1 461.3 £ 170.5 289 + 157
. | Coin (ng/mL) .~ 498.1 +153.5° 426.1 £ 154.6° {268 £ 151
| Cnax (ng/mL) 1015+243.8 875.7+232.8 734 £ 305
AUC 5, (ng*hr/mL) | 9008 + 2392 7638 + 2254 5519 + 2452

*: Drug-Drug Interaction Trial between TMC125 and Clarithromycin
**. Drug-Drug Interaction Trial between TMCI125 and Tenofovir

The comparison of PK parameters of TMCI125 200 mg b.i.d. (FO60; table 6) suggests that
the pharmacokinetic parameters of TMC125 decreased when TMCI125 200 mg b.i.d. was
co-administered with TMC114/rtv 600/100 mg b.i.d in the current trial (TMC[25-C176).
The magnitude of the mean decrease in the PK parameters of TMCI125 200 mg b.i.d
(F060; when co-administered with TMCI14/rtv 600/100 mg b.id) as compared to
administration of TMCI125 200 mg b.i.d. alone (F060) is similar to the magnitude of the
mean decrease in the PK parameters of TMCI125 800 mg b.id. (TF035; when co-

285




: dmmzstered wzth Z’.MCI 14/rt 600/100 mg b.id. ) as compared o, admmzstratzon of

‘ parameter of TMCI25 200 mg, b.i.d (F060; when co-admmlstered with . TMCIL14/rty ..

mg 'lone (TF035). Further, the. magmtude of the mean decrease inthe PK . L

6004100, .mg-b.i.d.). as compared to administration. of TMC125 200.mg b.i.d. alone.(F060). . . - ’

is similar to the magnitude of the mean decrease in the PK parameters of T} MC125.100 -
mg b.i.d. (FO60; when co-administered with TMC114/rtv 600/1 00 mg b.i.d.) as compared
to admmzstratzon of TMCI25 100 mg b.i.d. alone..

F1g 4 sho_w_s the graphlcal com‘parlson of- the exposure (expressed as AUC;y). of
TMC125 (co-administered with TMC114/rtv 600/100 mg b.i.d.) as-800.mg b.i.d. using _
formulation TF035 (data from trial TMC125-C139) or as ‘TMC125.200 mg b.id using -
formulatnon F060 (data from TMC125-C176; current trial).

Fig 4: -Graphical comparison of the exposure (expressed as AUCyz;,) to TMC125
(co-administered with TMC114/rtv 600/100 mg b.i.d.) as 800 mg b.i.d. using
formulation TF035 (data from trial TMC125-C139) or as 200 mg b.i.d using

formulation F060 (data from TMC125-C176; current trial).

400000

g
O O o O
CEDCOO

1000

AUCizn of TMC125 (ng.h/ml.).

100 T 1
TMC125:800 mg b.i.d. (TF035) TMC125 200 mg b.i.d. (FO60)

The graphical comparison shows a comparable range of TMCI125 exposures (AUC o)
obtained after administration of TMC125 800 mg b.i.d TF035 and TMC125 200 mg
b.id. as F060. Furthermore, a decreased inter-subject variability was observed for
formulation F060 compared to formulation TF035.

TMCl114
Fig 5 shows the mean steady state plasma concentration-time profile of TMCI14

(administered as 600 mg b.i.d. TMC1 14/rtv) with or without concomitant administration
of TMC125 100 mg b.i.d.
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; Flg 5 Mean steady state’ plasma concentratlon-tlme proﬁle of TMCl 14
w05 (administered as 600 mg bii.d: “TMC1] 14/rtv) w1th ‘or w1th0ut concomltant
admmlstratlon of TMC125 100 mg | b i d.Q o
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Fig 6 shows the mean steady state plasma concentration-time profile of TMC114
(administered as 600 mg b.i.d. TMC114/rtv) w1th or w1thout concomitant administration
ofTMC125 200 mg b. 1d :

Fig 6: Mean steady state plasma concentration-time profile of TMC114
\') (administered as 600 mg b.i.d. TMC114/rtv) with or without concomitant
’ administration of TMC125 200 mg b.i.d.

T™MC114 Panel 1l mean*
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Table 6 shows the pharmacokinetic parameters of TMCI1 14 (administered as
TMC1 14/rtv) with or without co-administration of TMC125.
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Table 6: Pharmacokmetlc parameters of TMC114 (adnumstered as TMC114/rtv)
;__}wnth or. w1thout co—admlms ratlon of TMC125 R R AP T

. : Panell T -
colnnetics of ‘l'MClM' 60!)/[00 mg TMC114/itv + ‘l'MCl 14Ittv alone
Sb | 100 mg TMC128 biid: - . “hdd .
[_E; medfan frange]) Test : Reference
n SR & S 14
2 ) 3.00{1.00 - 400] 200[150 4.00}-
Coue g/mL 5804 + 1269 5599 = 1104
Ca, ng/ml 2429 = 631 2625 = 934
Coin, ng/mL 2217 = 54l 2254 = 834
AUC », ngvmL 45199 + 11583 42982 + 12666
Ciy ng/mL 2425 £ 641 2586 = 912
¥1, % ) - 965 £ 202 99.5 + 315
Panel I :
harmacokinetics of TMC114:}  §00/100 mg TMCl1d/rty + TMCl14/rty alope
eant SD 200 mg TMC125 b.id. bid.
(et ttedian [range]) Test Reference
n : : 1] 15
toa. B, 3.00{1.00 - 3.00) 3.00 {1.00 - 4.00}
Coyo ng/mlL " 3746 = 1232 3234 + 1060
Cy ng/mL 2805 = 738 2683 = 3820
C i 1g/ml 2301 = 738 2337 = 631
AUC, 3, ng./ml, 43449 = 10864 41135 = 9579
Ciap, ng/ml. ) 3529 = 801 2497 = 724
F1.% . . ] - 93 £ 157 -86.6 .+ 16.1

- The results of the statistieal comparisoh of the pharmacokinetic parameters of TMC114
between the treatments with TMC114/rtv + TMC125 (test) and TMC114/rtv alone
(reference) are shown in table 7.

Table 7: Statistical Evaluation of the Pharmacokinetics of TMC114

C1E4 p-value
Parsmmtee Treatooent w m
[ 019 EXTE (2]
C o (el T 07863 0.1612 —
AUC,, 2 01363 00732
(eg byl v}
(st O
o
[7e]
—
Pagammetey Segucnce
b cj
Sz i
TMCLi4 vabse . (D
o
g S 2Memg TMCNY | Treatansd tathh, %
. Teus YHCIAWIL | stene bS4& W CT
Fuesmeey | Refecence Teut Referemoy s remer Trvstawcat Sepmence O
Cocx (oguld | 50 3 U9 MO LI 01122 049109 03246
Co log iy 0 1s L 2260 102 | 090.1.27 LRI 05822 U
ALC,5 [T S 3 sl TS 1os13s i ooun 06184 <
tag brad ¢ H H H
a pvalac (Wikovon analyals)
T
oy
- 100 g, THCH14Te
Tew TUCIS 6L | sloacbid.
Pavumeter Raference Tesk Referesce Tevstment Sequcace
b 101 10 16 160 @ 9063 -

“90°2 conliderce intenal

No significant treatment effects were observed in panel | in any of the primary
pharmacokinetic parameters of TMCI114. In panel 2, a statistically significant mean
increase of 15 % was noted for AUC, however, no differences were observed for Chax

and Cin of TMC1 14 when TMC1 14/rtv was co-administered with TMC125.
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ORIV
Table 8 shdws‘the phéﬁnacokinetic parameters of ritbnavir in the two panels.

Table 8: Pharmacokinetic pal"avmetelfs,vof ritonavir in the two panels

: - Panell :
iPharmacokivetics of ritenavir: 6007100 mg TMC114/rtv + TMC114/rtv alone
pneant SD . 100 mg TMC12S b.id. bid.

Kt..o median feange]) . Test Reference
a 13 : 14
[, 4.00[1.00 - 6.00] 4.00{1.50 - 6.00]
Cometg/ml 66 £ 184 830 + 239
‘Cap, ng/til. 190 = 70 26 = 135
'] Cos. ng/ml; . 142 %56 163 = 86
AUCuw, ngtvml  ~ 4396 + 1087 5217 £ 1763
Ca 8gml, 6l £ 66 ' . 21L& 950
FL % 1724 + 241 157.7 £ 315
Panel II .
[Pharmacoldnetics of ritonavir:{  600/100 mg TMCl1d/irtv + TMC114/xty alone
meand: SD 200 mg TMC125 b.id. bid :
?gmn- median frange]) Test Reference
u i 10 15
o B 4.00(3.00 - 4.00} 4.00{3.00 - 6.00}
. Cone 0g/mi 974 = 351 1061 £ 461
¥ Cop ng/ml ’ 275 & 130 269 + 120 -
C o, ng/mL 206 = 85 192 '+ 85
AUC, 3, ng.hmL 5742 = 1970 T 6129 + 2218
Cyn. ngfol 238 = 97 300 = 126
FL, % 161.3 =+ .20.2 169.2 + 33

Pharmacokinetic Results Summary

e Concomitant, steady state administration of TMCI125 100 mg b.i.d. and
TMC114/rtv 600/100 mg b.i.d lead to a decrease in the LSnean estimates of Crax,
Chin, and AUC of TMC125 by 32 %, 49 %, and 37 %, respectively.

e The decrease in the pharmacokinetic parameters of TMCI125 after co-
administration of TMCI125 200 mg b.i.d. and TMC114/rtv 600/100 mg b.i.d. as
compared to TMC125 200 mg b.i.d. administered alone (based on data from other
trials) was similar to the magnitude of decrease in the TMC125 pharmacokinetic

- parameters when TMC125 100 mg b.i.d. was co-administered with TMC114/rtv
600/100'mg b.i.d. as compared to when TMC125 100 mg b.i.d. was administered

... alone: . : . : - "

o Theré was no-significant change (all changes < 15 %) in the pharmacokinetic

¢ s pparameters:of TMC114 -when TMC125 100 mg-b.i.d or 200 mg b.i.d. was co- -
administered with TMC114/rtv 600/100 mg b.i.d.

Conclusion

The mean systemic exposure (AUC) of etravirine was reduced by about 37% when
INTELENCE™ was co-administered with darunavir/ritonavir. Because all subjects in the
Phase 3 trials received darunavir/ritonavir as part of the background regimen and
etravirine exposures from these trials were determined to be safe and effective,
INTELENCE™ and darunavir/ritonavir can be co-administered without any dose
adjustments.





