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BACKGROUND O3]

173 children aged <18 years, weight >15 kg %-flu‘im@"
Europe (46%), Thailand (34%), South America (20%)

{

Week 0: Randomisation (stratified by weight band)
(1:1) to QD or continue BID lopinavir/r
First 53 children baseline full PK - BID
I

\ 2 v
Week 4 Week 4
86 children on QD 87 children on BID
26 children 2" full PK — QD No further PK

Comparison of LPV PK after QD
and BID dosing in patients
randomised to QD arm (n=26)

KONCERT=A Kaletra ONCE daily Randomised Trial of the pharmacokinetics, safety and efficacy of twice-
daily versus once-daily lopinavir / ritonavir tablets dosed by weight as part of combination antiretroviral
therapy in HIV-1 infected children



DEMOGRAPHICS — PK PROFILE S

Sex: Male 12 (46%)

Age (median) 12.8 15—

[range] [4.4, 16.8]

Weight (median) 32.1
~ 10—

[range] [15‘0 , 72'5] “Eiﬁ Mean vs Planned_sampling_time

Ethnicity: — == Once daily
- —a=— Twice daily

Asian/Thai 14 (54%) S s5_

black -African 7 (27%)

white 2 (8%)

mixed black/white 2 (8%) L S AN I

other 1 (4%) 0 3 10 15 20 25

Dose (mg/kg) (median) 19.0 Planned_sampling_time



WITHIN PATIENT LOPINAVIR PK

AUC,.,, 223.9 160.9 0.72
(h*mg/L) (194.8,257.4) (138.4,187.0)  (0.61, 0.85)
C.. 12.5 14.0 1.13
(mg/L) (11.1, 14.0) (12.7, 15.6) (0.99, 1.28)
Cpoce 5.69 1.03 0.18
(mg/L) (4.58, 7.07) (0.61, 1.75) (0.11, 0.29)
Clearance/F 0.084 0.115 1.37
(L/(h*kg))  (0.074,0.096) (0.099,0.134)  (1.16,1.61)

No significant differences in PK parameters between the weight bands
(ANOVA; AUC, ,, p=0.84, C ., p=0.14, C ., p=-89, CL p=0.95)

Bioequivalence: 90%Cl of GMR between 80 — 125%
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FURTHER RESULTS & CONCLUSION R

* Fifteen children (58%) on QD hada C_, > 1.0 mg/L

e One child failed virologically over 48 weeks (trough level: 2.1 mg/L)

Conclusion

e QD resulted in lower daily lopinavir exposure than BID
» Further “sparse” PK studies from full cohort underway
» Role of adherence
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