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ABSTRACT ‘ RESULTS - DEMOGRAPHICS | RESULTS - PHARMACOKINETICS - 2
Background: Efavren: (€FV) is commonly used in childen over 3 years worldwide, but there is only limited pharmacokinetc %) Ty 1 Baseline demographics of children in substudy of the ARROW trial « In table 2, pharmacokinetic parameters are compared with data from literature?
Methods: 41 HIV-infected Ugandan children aged 3-12 years on generic EFV plus 3TC+ABC were enrolled in a cross-over PK study of Total Table 2: Pharmacokinetic parameters of EFV
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72t PK2 had sub weight-band 25'3":‘1‘ ne9| 350 mg EFV 3 (8% Values are geometric mean [95% CIl (arithmetic mean [SDI for adult datal. Target AUC >49-51 mg /L2
0 ""5_“ (mediaatan) ge, years 74 (5.5-8.7) « EFV Cyy, Cppyy and AUC were lower than those previously reported in adults
L/ for 3-6 years, n (%) 18 (46%) « There were no differences across weight-bands
7-12 years, n (%) 21 (54%)
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* Two children were excluded from all analyses, because they increased weight band. Two children were excluded from  * Three sub-populations were identified from normal mixture modeling: 40% children
INTRODUCTION ‘ analyss for PK2, because of non-evaluable P results. with geometric mean AUC,.,4 27.2 h.mg/L, 32% with 49.9 h.mg/L, and 28% with 137
h.mg/L. Genetic polymorphisms may play a role.
WHO guidelines for the treatment of HIV-1 infected children >3 yrs recommend an NNRTI RESULTS - PHARMACOKINETICS - 1 * CL/F increased by 0.50 L/h for every year older (p=0.05)
(EFV/NVP) or Pl plus nucleoside reverse transcriptase inhibitor therapy for * After adjusting for age, clearance did not depend on weight (p=0.85), weight-for-age
first line therapy! + Mean EFV levels (mg/L) are plotted by PK day in figure 1. (p=0.52) or height-for-age (p=0.80)
« Until now only little is known about the steady state pharmacokinetics of efavirenz in ~ Fi9ure 1" mean EFVlevels at week 36 (PK1) and week 40 (PK2)
African children?3 _ A large inter- and intra- subject CONCLUSIONS
+ In this study we determined whether WHO recommended weight-band dosing results in & variability was found in EFV PK
optimal exposure in the target population 8° parameters (eg 81% and 28% for + EFV exposure was lower than previously reported in adults
£ AUCy.,0) + Alarge inter- and intra- subject variability was found in EFV PK parameters
METHODS £ ~15% (6/39) children at PK1, 19% + There were no differences across weight-bands, which suggests no major effect of
g h ing half tablets
§ (7/37) children at PK2 (7 children using
<4 ‘H;V;n'e:;‘ed Ubgim;an fc‘h’:\d;eknkga(eg 3|':2 years on gener\'( EFV plus 3TC+ABC were J in'total) had a subtherapeutic C;,  * No predictors were found for AUC and CL/F, but CL/F increased with age
included in the substudy of the rial £ .
+ Children received once daily EFV dosed according to WHO recommendations' (Table 1) as £ and/or C,, level (<1.0 mg/L). Further _a"?'yls'ls Zf ”.‘IT = Z“WEE" Y e hoca oy Sndiioricivls
50mg or 200mg capsules or halved 600mg tablets A -38%(14/37) had a subtherapeutic ongoing: viral loads will also be assayed retrospectively in these children
- Atweek 32, children were changed to AM intake of EFV if they were taking EFV PM H e + Increasing the EFV dose for children should be investigated, and has been proposed
At week 36 after starting EFV + twice daily NRTI regimen a 12 hour PK sampling session ¢ 24 by WHO. However, higher proportions of children with toxic levels might be expected
was done. Samples were taken at t = 0, 1, 2, 4, 6, 8 and 12 hours after observed intake of £ ' -23%(9/39) children at PK1 and , . . .
ART. After PK day children switched to completely once daily regimen g o1z 4 e 8 T '; 2% 27%(10/37) children at PK2 (11 approseh [ donne 2. Hirt et mmmm’m“."n‘m:n!i e tos e optmal myound Wes A ican
At week 40 intensive plasma PK sampling was repeated and an extra PK sample was drawn finel{iofvs) children in total) had a toxic Cgy e e e e i i
at 24 hours after observed intake and/or C, level (>4.0 mg/L5) e oo sy 0 1 - T vt DS 15T 756 s 5 et i
e thank i the patients s tf fom all he centres particpating i the ARROW trit

Vayo, € Bagurukira, J Buomezi, ) Byaruhanga, P Erim, C Karungl,  Kizto, M Mutumba, WS Namala,  Namusanje, R Nandugwa, TK Najuko, E Natukunda,  Neligendawani, SO Nsiyona, F Odongo, K Rabinah, i Ssenyonga, D Sseremba,  Tealkyabbir, CS Tumusiime; 1RC
Kekitinwa, P Husoke, § Bakeera-Kitaka, & Namuddy, P Kasirye, JK Balungi, A Babirye, J Asello, § Nak:
teamer, CC Narozva, 5J Naturure, L Matanhike, § Tsikiray, L Munetsi. Mecdical Research Council Clinical Tials Unit, Lo

2, C Mwar jathi, A Wapakhabulo, DM Gibb, A Kekitinwa, P Mugyenyi, P Munder’, KJ Nathoos Observers S Kinn, M MacNei, i Raberts, W Stowden. Data and Safety Monitoring Committee: A Breckenridge (Chair), C Giaquinto, C Hill, J Natenga, J Tumwine. Endpoint Review
o et e e oo by Gl e

UVRI Uganda Research Unit on AIDS, Entebbe, Uganda: P Munder, P Nahirya-Ntege, M

X endent oo R ok, Trial Stecting Commitee: | Wele (Chaity, € Loyitha, H Ly, & Watarg
ot il A e s VA oy A S A T i ke A e A



