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* Assent to participate in the trial was obtained from all patients and informed Figure 3. Individual RPV a) C,, and b) AUC,,, values in adolescents (PAINT) and ivi ivi
I ntrod uction consent was provided by their parent/caregiver, as appropriate. The trial protocol, adults (pooled Phase Il ECHO/THRIVE PK substudy). Amtlv"al aCt“"thydatlweelk 4d oo f basel
amendments and other documents were reviewed and approved by an = All'but two patients (92%) had at least a 1 log,, drop in viral load from baseline.
independent ethics committee. The study was conducted in accordance with the ® il (Part 12+ 1b) The mean standard error (SE) decrease in viral load from baseline was 2.3 (0.17)
Declaration of Helsinki and consistent with Good Clinical Practices and applicable L N=24) log,, copies/mL
* The NNRTI rilpivirine (RPV, TMC278) combined with other antiretrovirals (ARVs) is regulatory requirements. i (N=25) a) b) (_ For) atgi:nts th a baseline viral load <100000 copies/mL or 100000 copies/
approved for use in treatment-naive, HIV-1-infected adults with a viral load Demographics 2008 o ° SO0y mL rtJhe mean (SE) decrease in viral load was 2.6 (Opl 1) (N=17) and 2.2 (0. sz)
<100000 copies/mL and is available as a single-agent tablet (EDURANT®)'-> and as (N7’7) log.. copies/mL. respectivel s - e
a single-tablet regimen (i.e. emtricitabine plus RPV plus tenofovir disoproxil Female sex, N (%) 14 (56) 150 . 4000 » =/)10910 cop + fesp! Y
fumarate; COMPLERA®; EVIPLERA®).67 H Age, years, median (range) 15(13-17) _ 7 . = . g * The mean (SE) increase in CD4+ cell count from baseline was 105 (27) (N=21)
S ' PK evaluations _ Z s = . = cells/mm.
* As for adults, a combination of three ARVs, from at least two ARV classes, is . . Age categories, years, N (%) £ S, 3000
recommended for ARV treatment-naive HIV-1-infected children and adolescents®s * Forthe evaluation of RPV plasma concentrations at steady-state, 2 mL venous >12to<15 12 (48) 0] = ° S - $
_ 1 - . L blood samples were collected at 0 (predose), 2,4, 5,6, 9, 12 and 24 hours after an >15t0 <18 13 (52) = . - 2 H - . P
However, management of HIV-1-infected pediatric patients i clinically observed intake of RPV at the Week 2 (Part 1a) or Week 4 (Part 1b) visit. Heiont dian (range) 153.(139-168 g o : o 9o o . ?
challenging for several reasons, such as: ) . _ o eight, cm, median (range = [ 'y . & = % K ope . o
* Medication nonadherence (particularly in adolescents)'®'" due to pill burden, ¢ PLasma concenlfratlons of RPV were assayed using a va||datedrl‘|q;|d ithal Weight, kg, median (range) 44 (35-58) 50 . ‘.‘.’f 13 : .'a ? Safety and tOIerabIIIty up tO Week 4 VISIt
lack of support, substance abuse etc'? ﬁn:ic;r;‘?tzgaft'i)ﬁ!;{Foa:z;aegérgrr}fr:[y(rass spectrometry method, with a lower Race, N (%) H . g LO0CL * « Overall, in the first 4 weeks of treatment, no patients discontinued study drugs due
* Availability of age-appropriate formulations to ensure appropriate drug g oong/mt . Asian 4(16) : to AEs.
exposures 314 . R?\{]plasma PK ?ar§meters were clglcwulate‘d using ahnoq-cr?mpartmeqtal model Black or African-American 21(84) 0 o T o T Adll 0 o T o T Adll « Sixteen of the 25 patients (64%) had =1 AE by Week 4
« Differences in pharmacokinetics between children and adults,’s which can with extravascular input (WinNonlin® version 6.3, Pharsight Corporation, CA, USA). Disease characteristics (gae,tsﬁear;ts (Saffﬁi'}" uits (gae,:ﬁear;ts (:aftsﬁeb';(s uits — The majority of AEs were grade 1 or 2 in severity; only two patients had a
impact efficacy and safety's © Descriptive statistics were Falculated for RPV PK parameters (Microsoft Excel®; Viral load, log,, copies/mL, median (range) 49(33-5.8) grade 3 AE (malaria, a serious AE [n=1], pancreatitis [n=1] considered not
- The NNRTIs, efavirenz and nevirapine, combined with other ARVs, are approved Microsoft Redmond, Washington, USA) -, RPV-related) and none had a grade 4 AE.
fpr use in ARV treatment-naive, HIV-1-infected_ pediatric patients - BPV PK parameters (geometric me_an) in adolescents_were compared with those <100000 9 neely ! 18(72) « The most frequently reported treatment-emergent AEs were somnolence
(ie.>3 months/23.5 Ifg and >15 days, respectively), although these NNRTIs are in HIV-1-infected adults treated with RPV 25 mg q.d. in the pooled Phase IlI 100000 to <500000 5(20) (4/25,16%) and nausea (3/25, 12%)
associated with certain adverse events (AEs).32 ECHO/THRIVE PK substudy. >500000 2(8) _ Eight AEs at least possibly related to RPV were reported in five patients by
° EPV dOSinglfor: %RV treatment-naive, HIV-1-infected pediatric patients has not Absolute CD4+ count, cells/mm?, median (range) 375 (25-983) RPV pha rmacokinetics by su bgrou ps Week 4: somnolence (n=2), nausea (n=2), upper abdominal pain (n=1), pyrexia
een established. : : : (n=1), dizziness (n=1) and headache (n=1); all were grade 1 in severity
o . . . Duration of known HIV infection, years, mean (SD) 297 (3.39) n f ’ g
PAINT (Pediatric study in Adolescents Investigating a new NNRTI TMC278) is an P P . * There was no apparent relationship between RPV AUC,,, and age category _ . N .
ongoing, 48-week, 2-part, Phase Il trial investigating the pharmacokinetics, Antiviral activity and Safety evaluations SD = standard deviation (>12to <15 and >15 to <18 years) (Figure 4a), sex (Figure 4b) or bodyweight ;rshae‘ys’ﬁ‘s)et'(‘)’we’:iz‘;"e’e similar (type and severity) to those reported in adults
efficacy, safety and tolerability of RPV in ARV treatment-naive, HIV-1-infected » Blood samples for plasma viral load (Roche HIV-1 viral load assay) and CD4+ cell (Figure 4¢). o R .
adolescents (=12 to <18 years old) (NCT00799864) count evaluations were collected at screening, baseline and in Weeks 2 and 4  Also, there were no apparent relationships between RPV C,,, or RPV C;, and age, : \';‘VO c:(lrllcally significant changes in laboratory parameters were observed up to
- Part 1 of this trial aimed to establish, in a subset of adolescents, a well-tolerated - Efficacy endpoints for this early stage of the trial included the change in viral sex or bodyweight (data not shown). eexs.
RPV dose providing RPV exposure comparable to that in adults load and CD4+ cell count from baseline (observed). Figure 2. Mean (SD) plasma concentration-time curves of RPV 25 mg q.d. in
- We present the steady-state RPV pharmacokinetics at 25 mg q.d. in adolescents o Saf d tolerabili included AE - hysical N adolescents (Part 1, PAINT) and adults (pooled Phase IIl ECHO/THRIVE PK
and preliminary efficacy and safety data up to Week 4 from Part 1 of PAINT afety and tolerability assessments include monitoring, physical examination, substudy).
_ Part 2 of this trial is evaluating the long-term safety and efficacy of RPV over vital signs, helght anq weight, clinical Iaporatory evaluations (clinical biochemistry, Figure 4. Individual RPV AUC,,, values in adolescents (PAINT Part 1), by .
24 and 48 weeks, with an extension phase up to 240 weeks, and data will be hematology, urinalysis) and eIectrocardlograAmsA L _ a) age category b) sex and ¢) bodyweight. ConCI usions
resented at a Iai(er date ! - Safety data were summarized using descriptive statistics and frequency = 200 - Adolescents (N=23)
P : tabulations. E oo Adults (N=44)
=
i 1504 a) * RPV 25 mg q.d., taken with a meal, resulted in an RPV exposure in
g 4000 adolescents that was comparable to that in adults.
M eth od s % ol ° . * These first data in adolescents indicated that this dosing regimen of
Res u Its Z = 30004 RPV 25 mg q.d. in combination with two N(t)RTIs reduced viral load,
§ E o . increased CD4+ cell count and was well tolerated in this patient population.
£ < AR .
H 2 50 & * Long-term safety/tolerability, efficacy and PK of RPV 25 mg q.d. taken with a
StUdy deSIgn and treatment Study population ‘_3 55 2000 © ? meal are being evaluated in a larger group of HIV-1-infected adolescents in
* PAINT is an ongoing Phase Il, open-label, single arm trial (Figure 1). 4 ! . - . a g” c - Part 2 of PAINT.
© The eligible treatment population is ARV treatment-naive, HIV-1-infected male or * Forty-nine patients were screened in Part 1; 24 were not eligible and the main ® . ! g ' y y < :. .
female adolescents aged >12 to <18 years and weighin ;32 K reasons for screening failures included: baseline viral load levels, presence of NNRTI 0 4 8 12 16 20 24 £ 1000 . :
nts aged > <18y weighing 32 kg . RAMs and low body weight. Time (hours) :
- In Part 1a, patients with a plasma viral load =5000 copies/mL were recruited . L . L .
- Following review of Part 1a, 2-week results by an independent data monitoring * InPart1,25 'pat'lents were enrolled from one s't.e in India (N.=3)' one site in Thailand
committee, Part 1a was extended to Part 1b to collect more RPV intensive (N=1), one site in Uganda (N=7) and three sites in South Africa (N=14), and all of 0 >12t'° <15 >15t:7 <18

Age category (years) : Refe re n Ces

1. Molina JM, et al. Lancet 2011;378:238-46. 10. Murphy DA, et al. Arch Pediatr Adolesc

pharmacokinetic (PK) data and, in line with the adult indication, further them recelyed the' StUdY drugs . . . .
enrollment was limited to patients with a viral load of =500 to - Two patients discontinued the trial before having the Week 4 visit; one patient

<100000 copies/mL was diagnosed wiﬁh pulmonary tuberculosis (man@atory withd@wal qitefion)
and the other patient had an NNRTI RAM at screening (an exclusion criterion)

Data are presented for Part 1 overall (Part 1a plus 1b); relevant differences are

highlighted. and should not have been treated. b) 2. Cohen CJ, et al. Lancet 2011,378:229-37. Med 2003;157:249-55.
. o . . . - Therefore, intensive RPV PK data were available for 23 patients. Overall (Part 1a + 1b) 4000 3. Cohen CJ, et al. AIDS 2013;27:939-50. 11. Blezer ME, et al. J Adolesc Health
* Key exclusion criteria were: =1 NNRTI resistance-associated mutation (RAM) from . . . - . (N=23) 4. EDURANT® (rilpivirine) tablets US 1999:25:316-9.
the IAS-USA list;'” HIV-2 infection; life expectancy <6 months; any active clinically © Baseline demographics and disease characteristics are shown in Table 1 = U . prescribing information, 2011; revised 12. Reisner SL, et al. Top HIV Med
significant disease. - The majority of patients were Black or African-American PK ic mean (range); t,,,,: median (range) = 30004 2012. 2009;17:14-25. ) .
= Patients were treated with RPV 25 mg q.d. in combination with an investigator- - Demographics and disease characteristics were well balanced between age ty hoUTS 5(2-9) £ - 5. EE#&';’;‘J:é'gﬁ;;';g‘*g;:gg;ﬁgics ot 13 E?S;"SSZ%'?IR%r}’;‘Sa_r‘;’Z‘a N. Paediatr
selected background regimen of two N(YRTIs categories (>12to <15 and >15 to <18 years) and between genders G NG/mL 102.3 (48.5-182.0) 2 . 3 revised 2013. "7 14, Menson EN, et al. BMJ 2006;332:1183-7.
- The N(t)RTIs were restricted to zidovudine, abacavir, or tenofovir disoproxil - Most patients had a baseline viral load of 100000 copies/mL (as screening viral e % 2000 H 6. COMPLERA® (emtricitabine/rilpivirine/ 15. Fernandez E, et al. Pharmaceutics
fumarate with either lamivudine or emtricitabine and based on marketing load <100000 copies/mL was an inclusion criterion for Part 1b patients); there Cony NQ/ML 51.3(48.5-182.0) Y * e tenofovir disoproxil fumarate fixed-dose 2011;3:53-72.
approval, or local standards of care for adolescents in a particular country were seven Part 1a patients with a baselnje viral load >109000 coples/mL, one Con /ML 70.6 (20.3-191.0) = : . Fr%r;?;\r;tg?\nlzgéhlets us pr;s)cnbmg 16. Ma A: Lu‘| AYH. Pharmacol Rev
- . of whom had a viral load of 100000 copies/mL at screening and just above this 2 1000 * ! 1on, 2011; revisec 2013. 2001;63:437-59.
- RPV was taken once daily with a meal and the background regimen was value at baseline. Caun NG/ML 63.6 (32.8-162.0) 7. EVIPLERA® (emtricitabine/rilpivirine/ 17. Johnson AA, et al. Top HIV Med
administered according to the prescribing information. . tenofovir disoproxil fumarate fixed-dose 2006;14:125-30.
AUGoyy, ngeh/ml. /02575 combination) tablets EU summary of 18. Crauwels HM, et al. J Clin Pharmacol
Adolescent/adult ratio* Ratic*  95%Cl 0 = = product characteristics, 2011; revised 2013;53:834-40.
. . Male Female - 19. Crauwels HM, et al. HIV 10 2010.
. . RPV pharmacok'net'cs Ciraxe /ML 0.88 0.68-1.14 Sex 8. DHHS guidelines for use of antiretroviral Abstract P186.
Figure 1. Study design. agents in pediatric HIV infection
* Mean RPV plasma concentration over time profiles were comparable between Con ng/mL 121 0.91-1.61 (November 2012).
adolescents and adults (Figure 2) Cour, NG/ML 1.10 0.85-1.41 9. DHHS guidelines for use of antiretroviral
. 249 agents in HIV-1-infected adults and
Part 1a 5 —— - The reason for the apparent lower observed mean maximum plasma AUC,, ngeh/mL 0.98 0.78-1.25 9 4000 adolescents (February 2013).
i]g zg i:gﬁ::i m;‘;} 1b patients concentration (C,,,) in adolescents is not clear. This difference may be due, at
Treatent—na'rve Assessment continue in Part 2' least partly, to small differences in the PK sampling time points in adults (i.e. 1, *Ratio of geometric mean RPV PK parameters in adolescents (PAINT, Part 1)/adults (pooled .
HIV-T-infected G, Additional patients 2,3,4,6,9, 12 and 24 hours) and adolescents. Phase [l ECHO/THRIVE PK substudy) _ °
adolescents 2 safety and " gf 35), all . . *Ratio (adolescents/adults) of >0.80 and <1.25 was prespecified to demonstrate comparability 2 3000 -
e e antiviral results M‘/’ith iy * The geometréc_ m.?aEIPszarameters for adolescents treated with RPV 25 mg q.d. in RPV PK parameters between adults and adolescents = . o
25000 copies/mL. Part 1b* load 100000 are presented in Table Cin = Minimum plasma concentration; t,,,, = time to reach the maximum plasma concentration & . . .
RPV25mg q.d. >12to <15 years (N=8) copies/mL, recruited — The mean RPV PK parameters in Part 1b were higher than in Part 1a: geometric H*E 2000 - O . ° ACkhOWlEdgmentS and dlSClOSUI‘ES
+two N(RTIs >15 to <18 years (N=6) into Part 2! mean area under the plasma concentration-time curve from time of Y . . J . ° .
Treatment-naive administration up to 24 hours (AUC,,,), plasma concentrations predose (C,,) ‘>‘ . . W 1d like t titude t
Hg"'";f‘fe“.e"lTdﬂes;g’(‘)‘s R — and 24 hours post dosing (C,4,), and C,,,, were 2032 vs 1488 ng-h/mL, 80.5 = The ratios of the geometric mean PK parameters for adolescents (PAINT Part 1)/ & 1000 ° S . © - ?’l‘\,‘éo:atielntes :nedx{)l::isrsfg:illi:s, fh:Study Investigators and their teams
a:;eslrgo\g; c?)i:ai:s/mL of PK, vs 61.1 ng/mL, 72.2 vs 55.3 ng/mL and 121.2 vs 85.0 ng/mL, respectively adults (pooled Phase Il ECHO/THRIVE PK substudy) for C,.,,, Cot, Coan and AUC,,,, ~ Janssen rilpivirine team members, in particular David Anderson and Eric Wong, for their
RPV 25 mg q.d. “5“%:\‘/ ‘a";d‘t - Potential factors contributing to these differences were: suspected and/or were all >0.80 and <1.25 (Table 2) input into this poster )
+two N(HRTIs antiviral resuits reported non adherence for several adolescents in Part 1a prior to the intensive - An AUC,,, ratio (adolescents/adults) >0.80 and <1.25 was prespecified in the 0 v : ) - | Vanwelkenhuysen, V Hillewaert (Janssen Pharmaceutical Research & Development,
PK visit and not having achieved steady-state RPV PK in some Part 1a patients PAINT protocol to demonstrate comparability in RPV PK between adults and 30 40 50 60 ngg?f;nﬁe'g'”m) and | Breughelmans (Janssen Infectious Diseases BVBA, Beerse,
%‘:2:2:‘;:;‘5"“ e Y Pzasnn‘\;ﬂf?mmmufw:f:im%ﬁom o : interi 48) at the time of their Week 2 visit. adolescents Bodyweight (k) - Editorial support was provided by J Phillipson of Gardiner-Caldwell Communications,
- Individual RPV C,, and AUC,,, values for adolescents in Parts 1a and 1b and for - The AUG,,,, and Cy, ratios were 0.83 and 1.05, respectively, for Part 1aand 1.14 Macclesfield, UK; this support was funded by Janssen.

adults are shown in Figure 3 and 1.38, respectively, for Part 1b. + HMC, SV, WY, MS and KB are full-time employees of Janssen. AH is a contractor for Janssen.




