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Bioavailability of lumefantrine is significantly enhanced with a novel formulation
approach: A randomized, open-label pharmacokinetic study in healthy volunteers
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Supplementary data

Table S1 Geometric mean ratio (test/reference) and 90 percent confidence
intervals for pharmacokinetic parameters assessing a 960 mg
versus 480 mg lumefantrine dose

Estimates
Adjusted Geo-mean
Parameter Treatment N* Geo-mean  Comparison ratio (90% CiI)
AUCINf (hxpg/mL) Cohort 2 4 128.05
Cohort 5 4 197.28 Cohort 5 vs Cohort 2 1.54 (1.15, 2.06)
Cohort 3 4 96.25
Cohort 7 4 107.18 Cohort 7 vs Cohort 3 111 (0.41, 3.02)
AUClast (hxug/mL)  Cohort 2 3 108.92
Cohort 5 3 165.96 Cohort 5 vs Cohort 2 1.52 (0.96, 2.41)
Cohort 3 3 87.56
Cohort 7 3 11121 Cohort 7 vs Cohort 3 1.27 (0.23, 6.97)
Cmax (ng/mL) Cohort 2 4 5250.56
Cohort 5 4 7619.35 Cohort 5 vs Cohort 2 1.45 (.17, 1.79)
Cohort 3 3 5550.34
Cohort 7 3 7025.31 Cohort 7 vs Cohort 3 1.27 (0.42, 3.83)

n* = number of subjects with non-missing values

Treatment- Cohort 2: 480 mg SDF variant-1 capsules (Fasting); Cohort 3: 480 mg SDF variant-2 capsules
(Fasting); Cohort 5: 960 mg SDF variant-1 capsules (Fasting); Cohort 7: 960 mg SDF variant-2 capsules
(Fasting)

Liquid chromatography-Mass spectrometry (LC-MS/MS) method

Lumefantrine concentration was determined by a validated Liquid chromatography-Mass
spectrometry (LC-MS/MS) method with a Lower Limit of Quantification (LLOQ) of 50
ng/mL. Briefly, the bioanalytical method consisted of protein precipitation followed by
solid phase extraction of human plasma samples and analysis of diluted samples by LC-
MS/MS in Multiple Reaction Monitoring (MRM) positive mode using Electrospray
lonization (ESI) as the ionization technique. The lower and upper limits of quantification
for linear range were 50.0 ng/mL and 20000 ng/mL respectively using 10 puL of human
plasma. Lumefantrine in human plasma is stable for 44 hours at room temperature; 9
months at < -70°C; 3 freeze/thaw cycles at < -70°C; the extract is stable for 100 hours in
an autosampler at 8°C. The stability data could cover the period from sampling to
analysis of all study samples. For eight points calibration concentration (50, 100, 200,
500, 2000, 5000, 16000 and 20000 ng/mL) bias was within the range of £15.0% at all
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concentrations except for LLOQ (50 ng/mL) for which it was within the range of £20.0%.
For quality control samples (150 ng/mL, 2500 ng/mL and 15000 ng/mL) bias was within
the range of £15.0% for at least 2/3 of the individual values.



