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Artemether-Lumefantrine Pharmacokinetics and Clinical Response Are
Minimally Altered in Pregnant Ugandan Women Treated for
Uncomplicated Falciparum Malaria
Myaing M. Nyunt,a Vy K. Nguyen,b Richard Kajubi,c Liusheng Huang,b Joshua Ssebuliba,c Sylvia Kiconco,c Moses W. Mwima,c
Jane Achan,c Francesca Aweeka,b Sunil Parikh,d Norah Mwebazac
Institute for Global Health, University of Maryland Baltimore School of Medicine, Baltimore, Maryland, USAa; Department of Clinical Pharmacy, University of California, San
Francisco, San Francisco, California, USAb; Infectious Disease Research Collaboration, Makerere University, Kampala, Ugandac; Yale School of Public Health, New Haven,
Connecticut, USAd

Artemether-lumefantrine is a first-line regimen for the treatment of uncomplicated malaria during the second and third trimesters of pregnancy. Previous studies have reported changes in the pharmacokinetics and clinical outcomes following treatment
with artemether-lumefantrine in pregnant women compared to nonpregnant adults; however, the results are inconclusive. We
conducted a study in rural Uganda to compare the pharmacokinetics of artemether-lumefantrine and the treatment responses
between 30 pregnant women and 30 nonpregnant adults with uncomplicated Plasmodium falciparum malaria. All participants
were uninfected with HIV, treated with a six-dose regimen of artemether-lumefantrine, and monitored clinically for 42 days.
The pharmacokinetics of artemether, its metabolite dihydroartemisinin, and lumefantrine were evaluated for 21 days following
treatment. We found no significant differences in the overall pharmacokinetics of artemether, dihydroartemisinin, or lumefantrine in a direct comparison of pregnant women to nonpregnant adults, except for a statistically significant but small difference
in the terminal elimination half-lives of both dihydroartemisinin and lumefantrine. There were seven PCR-confirmed reinfections (5 pregnant and 2 nonpregnant participants). The observation of a shorter terminal half-life for lumefantrine may have
contributed to a higher frequency of reinfection or a shorter posttreatment prophylactic period in pregnant women than in nonpregnant adults. While the comparable overall pharmacokinetic exposure is reassuring, studies are needed to further optimize
antimalarial efficacy in pregnant women, particularly in high-transmission settings and because of emerging drug resistance.
(This study is registered at ClinicalTrials.gov under registration no. NCT01717885.)

M

alaria, the most important global parasitic disease, carries a
high burden of morbidity and mortality, particularly in children and pregnant women residing in sub-Saharan Africa (1–3),
where malaria exposure occurs in an estimated 12.4 million pregnancies annually (4). Malaria parasitemia during pregnancy, with
or without clinically symptomatic illness, places women at a
higher risk of severe maternal anemia (5). Placental sequestration
of Plasmodium falciparum parasites (6, 7) is strongly associated
with adverse pregnancy outcomes, including intrauterine growth
restriction and/or prematurity, resulting in low birth weight of the
newborn or spontaneous abortion (8–11).
A fixed-dose oral formulation of artemether plus lumefantrine
(AL), an artemisinin-based combination therapy (ACT), is a firstline regimen for uncomplicated P. falciparum malaria in pregnant
women in the second or third trimester (12). Artemether is rapidly
converted to its active metabolite dihydroartemisinin (DHA) (13,
14). Both compounds have potent antimalarial activity and are
responsible for rapid reductions in parasite biomass (15–17). Lumefantrine is absorbed more slowly, which can be impacted by
multiple factors, including food intake (18), and it has a longer
active terminal half-life, which helps to eradicate residual parasites
and is critical in protecting the host against recurrent infection
(19, 20).
Both artemether and lumefantrine undergo cytochrome P450
(CYP) metabolism (14), with final systemic clearance via uridine
glucuronosyltransferase (UGT) enzymes (21, 22), both of which
may be altered by malaria infection (23, 24) and pregnancy-related physiologic changes (25). The induction of these pathways
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may lead to a reduction in AL pharmacokinetic (PK) exposure
during pregnancy (26, 27), thereby increasing the risk of reinfection, treatment failure (recrudescence), or selective pressures for
the development of drug resistance (20, 28, 29). However, drug
dosing strategies for pregnant women are typically not guided by
these and other physiologic changes in pregnancy and are the
same as those for nonpregnant adults (30, 31). AL PK has been
studied in pregnant women from Thailand, Uganda, and Tanzania (26, 27, 32–37). These studies reported various magnitudes of
PK changes, but all suggested that artemether, DHA, and lumefantrine PK parameters may be reduced in pregnant women compared to those in nonpregnant adults. The impact of this reduction in PK exposure on clinical outcomes for AL is unclear; a study
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FIG 1 Blood for pharmacokinetic analyses was collected on study day 0 (prior to first dose) and before and 0.5, 1, 2, 3, 4, 24, 120, 264 h (day 14), and 432 (day
21) h after the last (6th dose). While the 120-h time point technically fell on day 8 in this study, the 120-h time is consistent with day 7 values previously reported
in the literature, since in both cases, this time point is 120 h after the last AL dose. Thus, for our study, the 120-h/day 8 time point is referred to as day 7 throughout.
AR, artemether; LF, lumefantrine.

in Thailand suggested low concentrations were associated with
suboptimal cure rates, while the high overall cure rates in Africa
precluded the ability to test for PK-recrudescence associations.
While the potential determinants of malaria treatment outcomes
are many, it is largely agreed that lumefantrine exposure is a critical determinant (19, 38, 39). It has been suggested that lumefantrine concentration, often cited as 175 ng/ml or 280 ng/ml, should
be kept above a certain threshold on day 7 to minimize the risk of
treatment failure (34, 38, 40). However, more definitive exposureresponse studies are needed in pregnant women in sub-Saharan
Africa, where malaria transmission patterns and intensities differ.
To fill this knowledge gap, we conducted a prospective intensive
PK clinical study (registered at ClinicalTrials.gov under registration no. NCT01717885) with extended PK sampling and follow-up to directly compare artemether, DHA, and lumefantrine
PK and treatment outcomes between HIV-uninfected pregnant
women and nonpregnant adults in Tororo, Uganda, where P. falciparum transmission is high and holoendemic (41).
MATERIALS AND METHODS
Study design. A prospective single-center open-label clinical PK cohort
study was conducted to compare AL PK and treatment outcomes between
the pregnant and nonpregnant adults treated for uncomplicated P. falciparum malaria. The inclusion criteria included a diagnosis of uncomplicated malaria (defined as a fever [tympanic temperature of ⱖ38°C or
history of fever within the past 24 h) and microscopy-confirmed P. falciparum monoinfection), age ⱖ16 years, and a confirmed pregnancy of 12 to
38 weeks gestational age. The exclusion criteria included severe malaria, as
defined by the World Health Organization (WHO) (42), or significant
other illnesses (such as HIV and tuberculosis [TB]), hemoglobin (Hb)
level of ⬍7.0 g/dl, concurrent use of medications with potential interactions with the study drugs, and antimalarial drug treatment within 2
weeks prior to study enrollment. HIV-negative status was confirmed by
two rapid diagnostic tests. The study was independently approved by the
Uganda National Council for Science and Technology (Kampala,
Uganda), the Makerere University School of Medicine Research and Ethics Committee (Kampala, Uganda), the Yale University Human Investigations Committee (New Haven, CT), and the University of California,
San Francisco Committee on Human Research (San Francisco, CA).
Clinical procedures. Participants were recruited from the Tororo District Hospital and referral clinics from January 2013 to February 2014.
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Informed consent was obtained in each participant’s local language, as
appropriate. For women, pregnancy was confirmed by a urine test, and
gestational age was determined by the last menstrual period, clinical examination, and ultrasound. All participants were provided an insecticidetreated bed net at time of enrollment, and all pregnant women received
two doses of sulfadoxine/pyrimethamine at 16 to 24 weeks and 28 to 36
weeks gestation, in accordance with Ugandan guidelines. Day 0 was designated the first day of AL treatment. Six doses of 80 mg of artemether and
480 mg of lumefantrine (four tablets of Coartem; Novartis Pharma AG,
Basel, Switzerland), with 200 ml of milk to provide adequate fat to enhance and control for lumefantrine absorption (18), were administered
over a dosing schedule adjusted to permit the timing of the 6th dose to
occur in the morning of day 3 to allow intensive PK blood collection
during the day. Dosing was performed so as to ensure that the first 2 doses
were administered on the day of diagnosis, followed by dosing intervals of
no more than 16 h for the doses 3 and 4. Doses 5 and 6 were 12 h apart. A
full dose was repeated if vomiting occurred within 30 min. The enrolled
participants were clinically evaluated in the study clinic with active and
passive surveillance on study days 0, 1, 2, 3, 4, 8, 14, 21, 28, and 42 (Fig. 1).
Participants were given study contact information for emergencies and
encouraged to come to the clinic (open 7 days a week) anytime they felt
unwell.
The scheme of blood collection for various laboratory analyses is displayed in Fig. 1. At each visit, blood was collected for thin and thick
malaria blood smears and on filter papers for parasite genotyping. Complete blood count and liver function tests were performed on study days 0,
14, and 28. Blood was collected for lumefantrine PK analysis on day 8
instead of day 7, which is typically reported in the published literature,
since AL dosing in our study was extended to day 3 instead of day 2 to
allow for intensive blood sampling to occur during the day. Thus, we refer
to day 8 results here as “day 7” to permit a convenient comparison to prior
studies. Blood for the PK analyses was collected (Fig. 1) on study day 0
(prior to first dose), before and after the last (6th) dose on day 3 at 0, 0.5,
1, 2, 3, 4, 8, and 24 h, and on study days 7, 14, and 21. Both capillary and
venous blood were simultaneously collected at 2 and 24 h after the last
dose and on day 7 to assess the correlation between the capillary and
venous plasma lumefantrine concentrations (37, 43), and only capillary
blood was collected at later time points. Only participants who completed
the full dosing regimen were included in the intensive PK study. For PK
analyses, 200 to 500 l of blood was collected in a K3EDTA-coated tube,
immediately placed on ice, and centrifuged at 800 ⫻ g for 10 min at 4°C.
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TABLE 1 Baseline characteristics of study participants
Characteristica

Pregnant women (n ⫽ 30)b

Nonpregnant adults (n ⫽ 30)

Age (yr)
% female
Body wt (kg)
BMI
Gestational age (wk)
No. (%) in 2nd trimester
Parasite density (geometric mean [95% CI]) (parasites/l)
White blood cell count (103/ml)
Neutrophil count (103/ml)
Platelet count (103/ml)
Hemoglobin level (g/dl)
No. (%) with hemoglobin ⬍10 g/dld
Alanine aminotransferase (IU)
Aspartate aminotransferase (IU)
Serum creatinine (mg/ml)

25 (18–39)
NA
59.4 (44.5–81.1)
21.9 (17.4–28.9)
28 (14–34)
14 (47)
13,227 (7,728–22,639)
6.0 (2.4–8.5)
4.0 (1.3–6.4)
142 (36–309)
10.5 (7.6–13.1)
9 (30)
12 (7–43)
23 (12–57)
0.64 (0.17–1.27)

24 (16–68)
63
55.7 (38.0–68.4)
20.4 (14.3–44.8)
NA
NA
597 (261–1,371)
4.8 (2.7–9.5)
2.0 (1.1–7.4)c
167 (30–288)
13.3 (11.8–17.1)
0
19 (11–63)
28.5 (18–73)
0.99 (0.46–1.53)

a

All values are expressed as the median (range), unless otherwise noted. CI, confidence interval.
Does not include the one pregnant subject who delivered on day 11. NA, not applicable.
n ⫽ 29; one patient had undetectable neutrophils due to assay issues and was normal upon rechecking.
d
Moderate-severe anemia, as per WHO definition (42).
b
c

Plasma was separated, split into aliquots, and stored at ⫺70°C until analysis.
Laboratory methods. Giemsa-stained thick and thin blood smears
were evaluated to quantify parasite density and identify isolates to the
species level, respectively. Parasite densities were calculated by counting
the number of asexual parasites per 200 leukocytes, assuming a leukocyte
count of 8,000/l. A blood smear was declared negative when no asexual
parasites were seen under 100 high-power fields. Dried blood spots collected on filter paper were used to distinguish recrudescent and new infections for all recurrent episodes of malaria, using previously described
methods (44). DNA was isolated from blood spots, and samples were
genotyped in a stepwise fashion using 6 polymorphic markers (merozoite
surface protein [MSP]-1, MSP-2, and MSP-4 microsatellites). If, for any
of the 6 loci, an allele was not shared between consecutive episodes of
parasitemia, the episode was classified as a new infection. If at least 1 allele
was shared at all 6 loci, the episode was classified as recrudescent.
Assay analysis of artemether, DHA, and lumefantrine. Plasma concentrations of the study drugs were determined using high-performance
liquid chromatography-tandem mass spectrometry (LC-MS/MS), as previously described (45, 46). Artemether and DHA concentrations were
quantified from 50-l plasma samples, with the calibration range between
0.5 and 200 ng/ml and a lower limit of quantification (LLOQ) of 0.5 ng/ml
for both artemether and DHA (46). The % coefficient of variation (%CV)
for quality control (QC) samples was ⬍10% for artemether and DHA.
Lumefantrine concentration was quantified from 25-l plasma samples
using an LC-MS/MS method, with a calibration range of 50 to 20,000
ng/ml, and the LLOQ was set to 50 ng/ml, as previously described (45).
The %CV during analysis for lumefantrine was ⬍5%.
Data analysis. The primary endpoints were the PK parameters of artemether, DHA, and lumefantrine. These included the area under the
plasma concentration-time curve from 0 to 8 h and 0 to 24 h (AUC0 – 8 and
AUC0 –24, respectively, for artemether and DHA, and AUC0 –⬁ for lumefantrine), maximal concentration (Cmax), time to Cmax (Tmax), terminal
elimination half-life (t1/2), and plasma concentrations of lumefantrine on
days 7 (C7), 14 (C14), and 21 (C21). Secondary endpoints included the
type, severity, and frequency of adverse events (AEs) using the grading
criteria developed and used by the Division of AIDS, NIAID, to report AEs
in AIDS clinical trials (47), and PCR-confirmed malaria recrudescence or
new infection at 28 and 42 days of follow-up, using the WHO criteria,
defined as adequate clinical and parasitological response (ACPR), early
treatment failure, late clinical failure (LCF), and late parasitological failure (LPF) (48).
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Noncompartmental analysis of plasma drug concentrations was performed using WinNonlin (version 6.30; Certara L.P., Pharsight Corporation, Mountain View, USA). Plasma samples below the LLOQ were
treated as missing data except for (i) the predose concentration, which was
set to 0 if below the LLOQ, and (ii) when the first time point below the
LLOQ after Cmax was necessary to adequately estimate an AUC for artemether or DHA, at which time 0.5 LLOQ was assigned. A linear-up/logdown trapezoidal method with first-order input was used to calculate total
exposure, defined as the AUC from time 0 to 8 h (AUC0 – 8) and 0 to 24 h
(AUC0 –24). The extrapolated AUC from 0 h to infinity (AUC0 –⬁) was
determined by dividing the last measured concentration by the terminal
elimination rate constant (z). Extrapolation to infinity was carried out
only if there were at least 3 measurable concentrations following the peak
concentration (including peak point). The elimination rate constant (z)
was estimated using the program’s best fit feature combined with manual
fine tuning in some cases. The t1/2 was calculated as ln(2)/z. The maximum concentration (Cmax) and time to maximum concentration (Tmax)
for lumefantrine and concentrations at 24 h (C1) and on days 7 (C7) and
14 (C14) were reported as observed.
The data were analyzed using Stata version 12.1 (StataCorp, College
Station, TX, USA). A sample size of 30 in each group was targeted to detect
a 35% difference in the AUC of all analytes with 80% power and 5%
significance level. PK parameters were compared between the two study
groups using a Wilcoxon rank sum or chi-square test, as appropriate.

RESULTS

Study profile. A total of 104 patients presented with suspected
malaria; 72 patients were eligible, consented, and enrolled, and 61
patients (31 pregnant women and 30 nonpregnant adults) completed the study. One pregnant woman delivered on day 11 and
was excluded, leaving 60 adults (30 pregnant and 30 nonpregnant
adults) in the final data analysis. Reasons for withdrawal (n ⫽ 11)
were elective discontinuation for reasons deemed not related to
the study or study drugs (n ⫽ 5), incorrect drug dosing (n ⫽ 2),
missed clinic visits (n ⫽ 2), early delivery (n ⫽ 1), and error in the
determination of pregnancy status for a woman initially assigned
to the nonpregnant group (n ⫽ 1). Table 1 displays the baseline
characteristics among pregnant and nonpregnant adults. The
pregnant women were divided nearly equally between 2nd and
3rd trimesters at the time of PK evaluations. The body weight and
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TABLE 2 Noncompartmental analysis of artemether, DHA, and lumefantrine PK parameters in pregnant and nonpregnant adults with
uncomplicated P. falciparum malaria
PK parametera

Pregnant women (n ⫽ 30)

Nonpregnant adults (n ⫽ 30)

P valueb

Artemether
Total dose (range) (mg/kg of body wt)
Tmax (h)
Cmax (ng/ml)
AUC0–8 (h · ng/ml)
AUC0–24 (h · ng/ml)
t1/2 (h)

8.1 (5.9, 10.8)
2.0 (1.0, 2.0)
38.3 (21.2, 71.5)
117.8 (56.9, 177.4)c
148.4 (70.7, 221)c
4.6 (2.1, 6.9)

8.6 (7.0, 12.6)
2.0 (1.0, 2.0)
22.6 (11.3, 44.8)
81.4 (41.7, 119.0)
112.5 (61.2, 170.9)
6.0 (3.0, 8.3)

0.03
0.52
0.09
0.20
0.39
0.13

Dihydroartemisinin
Tmax (h)
Cmax (ng/ml)
AUC0–8 (h · ng/ml)
t1/2 (h)

2.0 (2.0, 3.0)
73.9 (56.4, 106)
196.5 (148.0, 261.1)
1.3 (1.1, 1.5)

2.0 (2.0, 3.0)
70.9 (56.7, 87.7)
199.5 (171.1, 259.7)
1.5 (1.3, 1.8)

0.91
0.65
0.67
0.01

Lumefantrine
Total dose (range) (mg/kg)
Tmax (h)
Cmax (ng/ml)
AUC0–⬁ (h · ng/ml)
Tmax (h)

48.5 (35.5, 64.7)
8.0 (0.6, 8.0)
6.5 (4.1, 12.4)
318.5 (181.0, 474.0)
106.4 (48.8, 139.3)

51.7 (42.1, 75.8)
5.9 (3.0, 8.0)
5.0 (4.0, 7.1)
266.7 (193.7, 339.8)
128.8 (68.6, 146.6)

0.03
0.54
0.19
0.38
0.04

Day 7 concn (ng/ml)d
Day 14 concn (ng/ml)e

409.0 (231.0, 617.0)
138.0 (72.1, 210)

383.5 (251.5, 546.0)
155 (101, 225)

0.83
0.39

a
All data represent PK parameters following the last (6th) dose of AL. Values are reported as the median (interquartile range), unless otherwise noted. Tmax, time to reach maximal
plasma concentration; Cmax, maximal observed concentration after last dose; AUC0 –⬁, area under the concentration-time curve from time zero to infinity; t1/2, terminal
elimination half-life.
b
Wilcoxon rank sum test.
c
n ⫽ 29.
d
Sampling done on day 8 due to spacing of doses, as described in Materials and Methods.
e
n ⫽ 26 for pregnant adults and n ⫽ 28 for nonpregnant adults.

body mass index (BMI) were significantly higher in the pregnant
group (P ⬍ 0.05), as expected. Notably, out of the 30 nonpregnant
adults, 28 (93%) adults were underweight, according to the WHO
BMI classification (49). The parasite density at the time of diagnosis was significantly higher in pregnant women than in nonpregnant adults (P ⬍ 0.001), with geometric means (95% confidence interval) of 13,227 parasites/l (7,728 to 22,639 parasites/
l) and 597 parasites/l (261 to 1,371 parasites/l), respectively.
Hemoglobin was significantly lower in pregnant versus nonpregnant adults, with 9 of 30 pregnant women (30%) and none of the
nonpregnant adults having moderate to severe anemia (hemoglobin, ⬍10 g/dl). Finally, 5 pregnant women and 2 nonpregnant
adults had detectable gametocytes at the time of diagnosis, and
23% of pregnant women and 10% of nonpregnant adults had
detectable gametocytes at some point during follow-up.
Pharmacokinetic parameters. The PK parameters are summarized in Table 2. Overall, there were no significant differences
in the AUCs or Cmax for artemether, DHA, or lumefantrine between pregnant and nonpregnant adults (Table 2 and Fig. 2). The
lumefantrine concentrations on days 7 and 14 were not significantly different between the two study groups, but the estimated
terminal half-lives for DHA and lumefantrine (Table 2 and Fig. 2)
were significantly shorter in pregnant than in nonpregnant participants (P ⬍ 0.05), with the magnitude of difference being more
significant for lumefantrine than for DHA. Post hoc comparisons
of PK parameters between males and females, and between pregnant women in their 2nd and 3rd trimesters, revealed no significant differences. The correlation between capillary and venous
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plasma concentrations taken simultaneously and analyzed using
the same assay instrumentation was 0.94 to 1.04 (r2 ⫽ 0.96 for
pregnant women and 0.99 for nonpregnant adults), permitting
analytical results for either matrix to be interpreted similarly (our
unpublished data).
Adverse events and treatment outcomes. No significant clinical or laboratory adverse events were observed. Three participants had grade 3 thrombocytopenia on day 0, and all resolved.
One nonpregnant adult developed grade 3 neutropenia on day 14,
which was attributed to direct effects of malaria and resolved on
day 28, with no complications. Overall, 57 (95%) and 53 (88%) of
60 participants achieved PCR-unadjusted ACPR on days 28 and
42, respectively. At 28 days, three pregnant women had recurrent
malaria, with one LCF and two LPFs. By day 42, 5 (17%) pregnant
(2 LCFs and 3 LPFs) and 2 (7%) nonpregnant (both LCFs) participants had recurrent malaria. All recurrent infections were detected between days 28 and 42 (gestational age, 24 to 37 weeks),
and PCR-based genotyping at six loci confirmed that all infections
were attributable to new infections rather than recrudescence.
An exploratory analysis of PK-outcome associations was conducted. Using a lumefantrine level of 280 ng/ml on day 7 as a
target, 12 pregnant women (40%) and 9 nonpregnant adults
(30%) were below this threshold concentration. In pregnant
women, the median (interquartile range [IQR]) day 7 lumefantrine concentration in those experiencing recurrent infection (n ⫽
5) was 231 ng/ml (218, 234 ng/ml) compared to 421 ng/ml (247,
651 ng/ml) in those with ACPR (n ⫽ 25) (P ⫽ 0.08). Four of 5
pregnant women experiencing recurrent malaria had a day 7 lu-
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FIG 2 Time-plasma concentration plot of artemether (A), dihydroartemisinin (B), and lumefantrine (C) in pregnant women and nonpregnant adults with
uncomplicated malaria. The median concentrations are reported, with the error bars indicating interquartile ranges.

mefantrine level of ⬍280 ng/ml. In nonpregnant adults, the median day 7 lumefantrine levels were 367 ng/ml (IQR, 245, 567
ng/ml) in those with ACPR and 385 and 440 ng/ml in the 2 nonpregnant adults experiencing recurrent malaria. In a comparison
of the total dose of lumefantrine (in milligrams per kilogram of
body weight) administered over the 3-day period in those adults
with reinfection (n ⫽ 7) to those with ACPR (n ⫽ 53) (both
pregnant and nonpregnant), adults experiencing reinfection had a
significantly lower milligrams-per-kilogram dose than those who
remained aparasitemic during the 42 days of follow-up (P ⫽
0.009). As expected, pregnant women had a significantly lower
milligrams-per-kilogram dose than that of nonpregnant adults
(P ⫽ 0.027).
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DISCUSSION

Pharmacokinetics of artemether and its active metabolite DHA.
Our study showed no significant difference in the exposures
(maximal concentration or AUC) of artemether or DHA between
pregnant and nonpregnant adults who were treated with the standard six-dose regimen of AL for acute uncomplicated P. falciparum malaria. This contrasts with earlier publications on the PK of
AL in pregnant women, which reported reduced exposure of both
artemether and DHA in pregnant women compared to that in
nonpregnant populations: two Thai studies compared AL PK in
pregnant women to a previously published studies of mostly men
(27, 32), and the study in Tanzania provided a direct comparison
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of pregnant and nonpregnant adults using sparse sampling (34).
Although considerable variability in artemether PK exposure is
noted in the literature, our results for artemether and DHA during
pregnancy are similar to the values reported in southwestern
Uganda, suggesting some consistency in artemether exposure
during pregnancy (32).
This is the first report of a direct comparison of artemether PK
between pregnant and nonpregnant adults using intensive PK
sampling. Although exposure in pregnant versus nonpregnant
adults of either artemether or DHA was not significantly different,
a slight decrease in the terminal half-life of DHA during pregnancy was observed. This may be explained by the known pregnancy-related induction of UGT1A9 and UGT2B7 (19), the enzymes responsible for the final glucuronidation and disposition of
DHA (22). An assessment of plasma and urinary DHA and its
glucuronide products in human studies is needed to validate published in vitro and in vivo animal findings.
Our understanding of the clinical implications of any alteration in artemisinin (either artemether or its metabolite DHA) exposure in special populations, such as children and pregnant
women, is incomplete. The frequency of blood smear collection in
the first few days following treatment (daily) and the minor
changes in PK parameters precluded our ability to accurately access the association between the rate of parasite clearance and
artemisinin exposure; however, all participants cleared parasitemia by day 2.
Pharmacokinetics of lumefantrine. Our intensive PK study
that benefited from sensitive and specific LC-MS/MS measurement of artemether and lumefantrine, PK sampling out to 21 days
(versus 14 days or less in earlier studies), and our direct comparison of lumefantrine PK in pregnant versus nonpregnant adults
provides a robust assessment of the effect of pregnancy alone on
lumefantrine PK (27, 34, 36, 45, 46). Our finding of no significant
difference in the overall plasma exposure or maximal concentration of lumefantrine between pregnant and nonpregnant adults is
consistent with the results of a previous study in southwestern
Uganda, which directly compared pregnant to nonpregnant
women (35). Conversely, our results contrast with those of two
Thai studies that compared lumefantrine PK in pregnancy to historical controls and another Tanzanian study, which directly compared the PK between pregnant and nonpregnant women; all of
these studies suggest that lumefantrine exposure is lower in pregnancy. The AUC results from our study are comparable to exposure estimates reported previously for a study in pregnant women
in Thailand, which also sampled after the last AL dose (27). Specifically, the median lumefantrine AUC was 252 ng · h/ml, compared with 319 ng · h/ml in the current study, indicating the consistency in exposure of the long-acting partner during pregnancy.
A comparison of the AUCs between our study and the southwestern Ugandan study is not possible due to differences in PK sampling schemes, and AUCs were not reported in the Tanzania study
(34).
Lumefantrine concentrations on day 7 have been shown to
correlate significantly with treatment response and typically provide a correlate to overall drug exposure (50). In our study, the
lumefantrine concentrations on day 7 or 14 did not differ between
pregnant and nonpregnant adults, contrasting with prior studies
that compared day 7 concentrations in pregnant women to either
historical controls in Thailand or to a within-study control group
in Uganda (27, 32, 35, 37). The median day 7 concentration of 409
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ng/ml for pregnant women in our study was similar to the predicted median day 7 concentration of 414 ng/ml for pregnant
women studied in Uganda (37). However, for nonpregnant
adults, our directly measured median day 7 value of 384 ng/ml was
notably lower than the predicted value of 566 ng/ml for this population reported in that same study. The reasons for this difference
are unclear. Both men and women comprised our nonpregnant
group, while the earlier study included women only; nevertheless,
we found no significant difference in exposures between men and
nonpregnant women.
We detected a modest but statistically significant difference in
the terminal half-life of lumefantrine (106 and 129 h for pregnant
and nonpregnant groups, respectively). This finding was consistent with a recent population PK analysis of data from Uganda and
the lower exposure seen at later time points in an earlier Thai study
(27, 37). A shorter lumefantrine half-life is attributed to increased
drug metabolism during pregnancy and a more-rapid decline in
concentrations, which may affect clinical response, since exposure
to the long-acting partner is predictive of the risk for malaria reinfection or recrudescence (25, 28, 51). A simulation analysis of
data from pregnant women in Thailand suggested that a longer
duration of dosing may provide a longer duration of protection
for pregnant women, a hypothesis requiring validation in the field
(52).
Lumefantrine and malaria treatment responses. Although
the clinical efficacy and safety of the standard six-dose AL regimen
remain high for both pregnant and nonpregnant adults in subSaharan Africa (53), a reduction in lumefantrine exposure may
compromise the two primary roles for this partner drug to (i)
augment the role of the artemisinin in the cure of acute infection,
and (ii) protect the host from new infection (20). Specifically,
concentrations of lumefantrine on day 7 (both 175 and 280 ng/ml)
have been used as threshold values to predict the risk of treatment
failure (38, 39), and a known major metabolite of lumefantrine,
desbutyl-lumefantrine, has been shown to be a strong predictor of
treatment outcome (52). A recent study from Tanzania reported
that day 7 lumefantrine concentrations were significantly lower in
pregnant women with PCR-uncorrected treatment failure than
those in patients experiencing treatment success, with 2 of 7 pregnant women found to have PCR-confirmed recrudescence (34).
Fortunately, in our study, based on PCR genotype-corrected results, all recurrent infections were due to new infections. In addition, although pregnant women had significantly higher parasite
densities at the time of diagnosis, AL was equally efficacious at
treating the acute infection in the two study groups.
However, when evaluating the link between day 7 concentrations and the risk for recurrent parasitemia, we found lower median day 7 concentrations in pregnant women with recurrent parasitemia (231 ng/ml) than in those with ACPR (431 ng/ml), with 4
of 5 of the pregnant women exhibiting levels of ⬍280 ng/ml.
Other factors that are expected to impact PK-outcome associations are the degree of background immunity in the population,
which is lower in pregnancy (54), and malaria transmission intensity and seasonality (entomologic inoculation rate in Tororo,
ⱖ310 infectious bites per year) (55, 56). Although the overall PK
of artemether, DHA, and lumefantrine did not differ between
pregnant and nonpregnant individuals, the shorter lumefantrine
half-life combined with the decrease in immunity in pregnancy
may necessitate longer durations of treatment or higher doses of
lumefantrine to provide improved posttreatment prophylaxis in
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pregnant women living in such settings that are endemic for the
disease (52).
As per current dosing guidelines, all individuals weighing ⱖ35
kg are treated with the same 480-mg lumefantrine dose (12).
Given the trend toward a lower day 7 exposure in those with recurrent malaria, we looked at whether lower total AL dose based
on weight (in milligrams per kilogram) was associated with recurrent malaria. Notably, adults with recurrent parasitemia weighed
significantly more than those with ACPR and consequently had a
significantly lower total dose of lumefantrine (P ⫽ 0.009). Thus,
given the wide range of weights for adults (38 to 81 kg in our
cohort of 60 adults), along with our observation of an association
of milligrams per kilogram dosing and recurrent infection, further
evaluation of the “one-dose fits all” approach for those weighing
⬎35 kg is warranted. It remains uncertain whether the additional
of additional weight bands (for all adults) or an extension of the
duration of dosing (for pregnant women only), as suggested by
others (27, 33), is critical for optimizing AL treatment.
While this study represents the first direct comparison of artemether and DHA PK in pregnant and nonpregnant adults and is
among the most extensive intensive PK studies for lumefantrine in
pregnant women, there are a few notable study limitations. We
elected to perform a parallel-group intensive PK study design,
allowing us to compare malaria-infected pregnant women to a
group of malaria-infected nonpregnant adult controls. A parallel
design in the context of infection allows the direct study of the
impact of pregnancy alone on specific PK parameters, informing
dosing guidelines specifically for pregnancy (57). Considering intersubject variability, a sample size of 30 in each group permits the
detection of clinically relevant changes in PK due to pregnancy.
Although a sequential design would reduce intersubject variability
and allow a smaller sample size, enrollment of the same women
with malaria during and after pregnancy would not have been
feasible. Of note, the PK results for artesunate, using a sequential
design in which pregnant women were studied during pregnancy
when infected with malaria and again 3 months postpartum in the
absence of malaria, suggest that acute malaria had a greater impact
than pregnancy on the alteration of artesunate PK. Malaria infection itself may reduce first-pass metabolism, oral bioavailability,
or systemic clearance (58, 59). While the parasite density was
higher in pregnant individuals, the clinical severities of malaria in
our two study groups were similar, precluding the analysis of such
an effect. Another limitation, due to a lack of adequate sample
volume, was the absence of data on desbutyl-lumefantrine, the
primary metabolite of lumefantrine that may have a role in antimalarial efficacy (52, 60). Additionally, the analysis of associations
between the PK and treatment outcomes was limited by our small
sample size, and there was insufficient power to detect differences
for artemether, DHA, and lumefantrine between the 2nd and 3rd
trimesters.
In conclusion, our direct AL PK comparison between pregnant
and nonpregnant adults indicates that the overall PK exposures to
artemether, DHA, and lumefantrine are not significantly different
during pregnancy, indicating that an adjustment of AL during
pregnancy does not appear to be necessary to achieve similar exposure in nonpregnant adults. However, a difference in the elimination half-life of lumefantrine was noted in pregnant women,
which may impact the risk of recurrent malaria following treatment. Larger studies in pregnant women investigating whether a
longer duration of AL dosing (such as 5 days) or higher total doses
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of AL reduce the risk of recurrent malaria in areas that are highly
endemic for malaria may be warranted.
ACKNOWLEDGMENTS
The contents of the manuscript are solely the responsibility of the authors
and do not necessarily represent the official views of the NIH.
We thank Moses Kamya for his leadership of the Infectious Disease
Research Collaboration (IDRC, based in Kampala, Uganda) and his expert consultation; the staff of the IDRC, including Abel Kakura, Francis
Orukan, Catherine Tugaineyo, and Bridget Nzarbara; and Tamara Clark
at UCSF. We also thank the research staff of F. Aweeka’s laboratory at
UCSF, including Patricia Lizak, Florence Marzan, and David Gingrich, for
their excellent analytical work for all PK results, and Martina Wade from
S. Parikh’s laboratory at Yale University for carrying out all PCR analyses.
Most importantly, we thank the families in Tororo who participated in all
study procedures, without whose support this study would not have been
possible.

FUNDING INFORMATION
HHS | National Institutes of Health (NIH) provided funding to Myaing
M. Nyunt, Richard Kajubi, Sylvia Kiconco, Jane Achan, Francesca
Aweeka, Sunil Parikh, and Norah Mwebaza under grant number RO1
HD068174. University of California, San Francisco, Clinical and Translational Sciences Institute provided funding to Vy K. Nguyen and Francesca
Aweeka under grant number TL1 TR000144. Center for AIDS Research,
University of California, San Francisco provided funding to Francesca
Aweeka under grant number P30 AI022763.

REFERENCES
1. World Health Organization. 2014. World malaria report. World
Health Organization, Geneva, Switzerland. http://www.who.int
/malaria/publications/world_malaria_report_2014/wmr-2014-no
-profiles.pdf?ua⫽1.
2. Snow RW, Craig M, Deichmann U, Marsh K. 1999. Estimating mortality, morbidity and disability due to malaria among Africa’s non-pregnant
population. Bull World Health Organ 77:624 – 640.
3. Brabin BJ. 1983. An analysis of malaria in pregnancy in Africa. Bull World
Health Organ 61:1005–1016.
4. Dellicour S, Tatem AJ, Guerra CA, Snow RW, ter Kuile FO. 2010.
Quantifying the number of pregnancies at risk of malaria in 2007: a demographic study. PLoS Med 7:e1000221. http://dx.doi.org/10.1371
/journal.pmed.1000221.
5. Guyatt HL, Snow RW. 2001. The epidemiology and burden of Plasmodium falciparum-related anemia among pregnant women in sub-Saharan
Africa. Am J Trop Med Hyg 64:36 – 44.
6. Yamada M, Steketee R, Abramowsky C, Kida M, Wirima J, Heymann
D, Rabbege J, Breman J, Aikawa M. 1989. Plasmodium falciparum associated placental pathology: a light and electron microscopic and immunohistologic study. Am J Trop Med Hyg 41:161–168.
7. Fried M, Duffy PE. 1996. Adherence of Plasmodium falciparum to chondroitin sulfate A in the human placenta. Science 272:1502–1504. http://dx
.doi.org/10.1126/science.272.5267.1502.
8. McDermott JM, Wirima JJ, Steketee RW, Breman JG, Heymann DL.
1996. The effect of placental malaria infection on perinatal mortality in
rural Malawi. Am J Trop Med Hyg 55:61– 65.
9. Steketee RW, Wirima JJ, Hightower AW, Slutsker L, Heymann DL,
Breman JG. 1996. The effect of malaria and malaria prevention in pregnancy on offspring birthweight, prematurity, and intrauterine growth retardation in rural Malawi. Am J Trop Med Hyg 55:33– 41.
10. Sullivan AD, Nyirenda T, Cullinan T, Taylor T, Harlow SD, James SA,
Meshnick SR. 1999. Malaria infection during pregnancy: intrauterine
growth retardation and preterm delivery in Malawi. J Infect Dis 179:1580 –
1583. http://dx.doi.org/10.1086/314752.
11. Menendez C, Ordi J, Ismail MR, Ventura PJ, Aponte JJ, Kahigwa E,
Font F, Alonso PL. 2000. The impact of placental malaria on gestational
age and birth weight. J Infect Dis 181:1740 –1745. http://dx.doi.org/10
.1086/315449.
12. World Health Organization. 2015. Guidelines for the treatment of malaria, 3rd ed. World Health Organization, Geneva, Switzerland. http:
//www.who.int/malaria/publications/atoz/9789241549127/en/.

Antimicrobial Agents and Chemotherapy

March 2016 Volume 60 Number 3

Artemether-Lumefantrine Pharmacokinetics in Pregnancy

13. Grace JM, Aguilar AJ, Trotman KM, Peggins JO, Brewer TG. 1998.
Metabolism of beta-arteether to dihydroqinghaosu by human liver microsomes and recombinant cytochrome P450. Drug Metab Dispos 26:313–
317.
14. van Agtmael MA, Van Der Graaf CA, Dien TK, Koopmans RP, van
Boxtel CJ. 1998. The contribution of the enzymes CYP2D6 and CYP2C19
in the demethylation of artemether in healthy subjects. Eur J Drug Metab
Pharmacokinet 23:429 – 436. http://dx.doi.org/10.1007/BF03192305.
15. Shmuklarsky MJ, Klayman DL, Milhous WK, Kyle DE, Rossan RN,
Ager AL, Jr, Tang DB, Heiffer MH, Canfield CJ, Schuster BG. 1993.
Comparison of beta-artemether and beta-arteether against malaria parasites in vitro and in vivo. Am J Trop Med Hyg 48:377–384.
16. Basco LK, Le Bras J. 1993. In vitro activity of artemisinin derivatives
against African isolates and clones of Plasmodium falciparum. Am J Trop
Med Hyg 49:301–307.
17. Wernsdorfer WH, Landgraf B, Kilimali VA, Wernsdorfer G. 1998.
Activity of benflumetol and its enantiomers in fresh isolates of Plasmodium falciparum from East Africa. Acta Trop 70:9 –15. http://dx.doi.org
/10.1016/S0001-706X(97)00141-1.
18. Ashley EA, Stepniewska K, Lindegårdh N, Annerberg A, Kham A, Brockman A, Singhasivanon P, White NJ, Nosten F. 2007. How much fat is
necessary to optimize lumefantrine oral bioavailability? Trop Med Int Health
12:195–200. http://dx.doi.org/10.1111/j.1365-3156.2006.01784.x.
19. White NJ, van Vugt M, Ezzet F. 1999. Clinical pharmacokinetics and
pharmacodynamics and pharmacodynamics of artemether-lumefantrine.
Clin Pharmacokinet 37:105–125. http://dx.doi.org/10.2165/00003088
-199937020-00002.
20. White NJ. 1998. Preventing antimalarial drug resistance through combinations. Drug Resist Updat 1:3–9. http://dx.doi.org/10.1016/S1368-7646
(98)80208-2.
21. Maggs JL, Bishop LP, Edwards G, O’Neill PM, Ward SA, Winstanley
PA, Park BK. 2000. Biliary metabolites of beta-artemether in rats: biotransformations of an antimalarial endoperoxide. Drug Metab Dispos 28:
209 –217.
22. Ilett KF, Ethell BT, Maggs JL, Davis TM, Batty KT, Burchell B, Binh
TQ, Thu le TA, Hung NC, Pirmohamed M, Park BK, Edwards G. 2002.
Glucuronidation of dihydroartemisinin in vivo and by human liver microsomes and expressed UDP-glucuronosyltransferases. Drug Metab Dispos
30:1005–1012. http://dx.doi.org/10.1124/dmd.30.9.1005.
23. Murdoch RT, Ghabrial H, Mihaly GW, Morgan DJ, Smallwood RA.
1991. Malaria infection impairs glucuronidation and biliary excretion by
the isolated perfused rat liver. Xenobiotica 21:1571–1582. http://dx.doi
.org/10.3109/00498259109044406.
24. Batty KT, Ilett KF, Edwards G, Powell SM, Maggs JL, Park BK, Davis
TM. 1998. Assessment of the effect of malaria infection on hepatic clearance of dihydroartemisinin using rat liver perfusions and microsomes. Br
J Pharmacol 125:159 –167. http://dx.doi.org/10.1038/sj.bjp.0702023.
25. Anderson GD. 2005. Pregnancy-induced changes in pharmacokinetics: a
mechanistic-based approach. Clin Pharmacokinet 44:989 –1008. http://dx
.doi.org/10.2165/00003088-200544100-00001.
26. McGready R, Stepniewska K, Ward SA, Cho T, Gilveray G, Looareesuwan S, White NJ, Nosten F. 2006. Pharmacokinetics of dihydroartemisinin following oral artesunate treatment of pregnant women with
acute uncomplicated falciparum malaria. Eur J Clin Pharmacol 62:367–
371. http://dx.doi.org/10.1007/s00228-006-0118-y.
27. McGready R, Stepniewska K, Lindegardh N, Ashley EA, La Y, Singhasivanon P, White NJ, Nosten F. 2006. The pharmacokinetics of artemether and lumefantrine in pregnant women with uncomplicated falciparum malaria. Eur J Clin Pharmacol 62:1021–1031. http://dx.doi.org/10
.1007/s00228-006-0199-7.
28. Barnes KI, Watkins WM, White NJ. 2008. Antimalarial dosing regimens
and drug resistance. Trends Parasitol 24:127–134. http://dx.doi.org/10
.1016/j.pt.2007.11.008.
29. White NJ, Pongtavornpinyo W, Maude RJ, Saralamba S, Aguas R,
Stepniewska K, Lee SJ, Dondorp AM, White LJ, Day NP. 2009. Hyperparasitaemia and low dosing are an important source of anti-malarial drug
resistance. Malar J 8:253. http://dx.doi.org/10.1186/1475-2875-8-253.
30. Wilby KJ, Ensom MH. 2011. Pharmacokinetics of antimalarials in pregnancy: a systematic review. Clin Pharmacokinet 50:705–723. http://dx.doi
.org/10.2165/11594550-000000000-00000.
31. McCormack SA, Best BM. 2014. Obstetric pharmacokinetic dosing studies are urgently needed. Front Pediatr 2:9. http://dx.doi.org/10.3389/fped
.2014.00009.

March 2016 Volume 60 Number 3

32. Tarning J, Kloprogge F, Piola P, Dhorda M, Muwanga S, Turyakira E,
Nuengchamnong N, Nosten F, Day NP, White NJ, Guerin PJ, Lindegardh N. 2012. Population pharmacokinetics of artemether and dihydroartemisinin in pregnant women with uncomplicated Plasmodium falciparum malaria in Uganda. Malar J 11:293. http://dx.doi.org/10.1186/1475
-2875-11-293.
33. Tarning J, McGready R, Lindegardh N, Ashley EA, Pimanpanarak M,
Kamanikom B, Annerberg A, Day NP, Stepniewska K, Singhasivanon P,
White NJ, Nosten F. 2009. Population pharmacokinetics of lumefantrine
in pregnant women treated with artemether-lumefantrine for uncomplicated Plasmodium falciparum malaria. Antimicrob Agents Chemother 53:
3837–3846. http://dx.doi.org/10.1128/AAC.00195-09.
34. Mosha D, Guidi M, Mwingira F, Abdulla S, Mercier T, Decosterd LA,
Csajka C, Genton B. 2014. Population pharmacokinetics and clinical
response of artemether-lumefantrine in pregnant and nonpregnant
women with uncomplicated Plasmodium falciparum malaria in Tanzania.
Antimicrob Agents Chemother 58:4583– 4592. http://dx.doi.org/10.1128
/AAC.02595-14.
35. Tarning J, Kloprogge F, Dhorda M, Jullien V, Nosten F, White NJ, Guerin
PJ, Piola P. 2013. Pharmacokinetic properties of artemether, dihydroartemisinin, lumefantrine, and quinine in pregnant women with uncomplicated
Plasmodium falciparum malaria in Uganda. Antimicrob Agents Chemother 57:5096 –5103. http://dx.doi.org/10.1128/AAC.00683-13.
36. Piola P, Nabasumba C, Turyakira E, Dhorda M, Lindegardh N, Nyehangane D, Snounou G, Ashley EA, McGready R, Nosten F, Guerin PJ.
2010. Efficacy and safety of artemether-lumefantrine compared with quinine in pregnant women with uncomplicated Plasmodium falciparum malaria: an open-label, randomised, non-inferiority trial. Lancet Infect Dis
10:762–769. http://dx.doi.org/10.1016/S1473-3099(10)70202-4.
37. Kloprogge F, Piola P, Dhorda M, Muwanga S, Turyakira E, Apinan S,
Lindegardh N, Nosten F, Day NP, White NJ, Guerin PJ, Tarning J.
2013. Population pharmacokinetics of lumefantrine in pregnant and nonpregnant women with uncomplicated Plasmodium falciparum malaria in
Uganda. CPT Pharmacometrics Syst Pharmacol 2:e83. http://dx.doi.org
/10.1038/psp.2013.59.
38. Ezzet F, van Vugt M, Nosten F, Looareesuwan S, White NJ. 2000.
Pharmacokinetics and pharmacodynamics of lumefantrine (benflumetol)
in acute falciparum malaria. Antimicrob Agents Chemother 44:697–704.
http://dx.doi.org/10.1128/AAC.44.3.697-704.2000.
39. Price RN, Uhlemann AC, van Vugt M, Brockman A, Hutagalung R,
Nair S, Nash D, Singhasivanon P, Anderson TJ, Krishna S, White NJ,
Nosten F. 2006. Molecular and pharmacological determinants of the therapeutic response to artemether-lumefantrine in multidrug-resistant Plasmodium falciparum malaria. Clin Infect Dis 42:1570 –1577. http://dx.doi
.org/10.1086/503423.
40. Ezzet F, Mull R, Karbwang J. 1998. Population pharmacokinetics and
therapeutic response of CGP 56697 (artemether ⫹ benflumetol) in malaria patients. Br J Clin Pharmacol 46:553–561.
41. Yeka A, Gasasira A, Mpimbaza A, Achan J, Nankabirwa J, Nsobya S,
Staedke SG, Donnelly MJ, Wabwire-Mangen F, Talisuna A, Dorsey G,
Kamya MR, Rosenthal PJ. 2012. Malaria in Uganda: challenges to control
on the long road to elimination: I. Epidemiology and current control
efforts. Acta Trop 121:184 –195.
42. World Health Organization. 2011. Haemoglobin concentrations for the
diagnosis of anaemia and assessment of severity. Vitamin and Mineral
Nutrition Information System. World Health Organization, Geneva,
Switzerland. http://www.who.int/vmnis/indicators/haemoglobin.pdf.
43. van Vugt M, Ezzet F, Phaipun L, Nosten F, White NJ. 1998. The
relationship between capillary and venous concentrations of the antimalarial drug lumefantrine (benflumetol). Trans R Soc Trop Med Hyg 92:
564 –565. http://dx.doi.org/10.1016/S0035-9203(98)90917-8.
44. Greenhouse B, Myrick A, Dokomajilar C, Woo JM, Carlson EJ,
Rosenthal PJ, Dorsey G. 2006. Validation of microsatellite markers for
use in genotyping polyclonal Plasmodium falciparum infections. Am J
Trop Med Hyg 75:836 – 842.
45. Huang L, Li X, Marzan F, Lizak PS, Aweeka FT. 2012. Determination of
lumefantrine in small-volume human plasma by LC-MS/MS: using a deuterated lumefantrine to overcome matrix effect and ionization saturation.
Bioanalysis 4:157–166. http://dx.doi.org/10.4155/bio.11.303.
46. Huang L, Olson A, Gingrich D, Aweeka FT. 2013. Determination of
artemether and dihydroartemisinin in human plasma with a new hydrogen peroxide stabilization method. Bioanalysis 5:1501–1506. http://dx.doi
.org/10.4155/bio.13.91.

Antimicrobial Agents and Chemotherapy

aac.asm.org

1281

Nyunt et al.

47. National Institute of Allergy and Infectious Diseases. 2004. Division of
AIDS table for grading the severity of adult and pediatric adverse events.
National Institute of Allergy and Infectious Diseases, National Institutes of
Health. Bethesda, Maryland. http://www.niaid.nih.gov/labsandresources
/resources/daidsclinrsrch/documents/daidsaegradingtable.pdf.
48. World Health Organization. 2009. Methods for surveillance of antimalarial drug efficacy. World Health Organization, Geneva, Switzerland.
http://www.who.int/malaria/publications/atoz/9789241597531/en/.
49. World Health Organization. 2006. Global database on body mass index:
an interactive surveillance tool for monitoring nutrition transition. World
Health Organization, Geneva, Switzerland. http://apps.who.int/bmi/.
50. White NJ, Stepniewska K, Barnes K, Price RN, Simpson J. 2008.
Simplified antimalarial therapeutic monitoring: using the day-7 drug
level? Trends Parasitol 24:159 –163. http://dx.doi.org/10.1016/j.pt.2008
.01.006.
51. Achan J, Kakuru A, Ikilezi G, Ruel T, Clark TD, Nsanzabana C,
Charlebois E, Aweeka F, Dorsey G, Rosenthal PJ, Havlir D, Kamya MR.
2012. Antiretroviral agents and prevention of malaria in HIV-infected
Ugandan children. N Engl J Med 367:2110 –2118. http://dx.doi.org/10
.1056/NEJMoa1200501.
52. Kloprogge F, McGready R, Hanpithakpong W, Blessborn D, Day NP,
White NJ, Nosten F, Tarning J. 2015. Lumefantrine and desbutyllumefantrine population pharmacokinetic-pharmacodynamic relationships in pregnant women with uncomplicated Plasmodium falciparum
malaria on the Thailand-Myanmar border. Antimicrob Agents Chemother 59:6375– 6384. http://dx.doi.org/10.1128/AAC.00267-15.
53. Worldwide Antimalarial Resistance Network (WWARN) AL Dose Impact Study Group. 2015. The effect of dose on the antimalarial efficacy of
artemether-lumefantrine: a systematic review and pooled analysis of individual patient data. Lancet Infect Dis 15:692–702. http://dx.doi.org/10
.1016/S1473-3099(15)70024-1.
54. Rogerson SJ, Mwapasa V, Meshnick SR. 2007. Malaria in pregnancy:

1282

aac.asm.org

55.

56.

57.

58.

59.

60.

linking immunity and pathogenesis to prevention. Am J Trop Med Hyg
77:14 –22.
Kamya MR, Arinaitwe E, Wanzira H, Katureebe A, Barusya C, Kigozi
SP, Kilama M, Tatem AJ, Rosenthal PJ, Drakeley C, Lindsay SW,
Staedke SG, Smith DL, Greenhouse B, Dorsey G. 2015. Malaria transmission, infection, and disease at three sites with varied transmission intensity in Uganda: implications for malaria control. Am J Trop Med Hyg
92:903–912. http://dx.doi.org/10.4269/ajtmh.14-0312.
Okello PE, Van Bortel W, Byaruhanga AM, Correwyn A, Roelants P,
Talisuna A, D’Alessandro U, Coosemans M. 2006. Variation in malaria
transmission intensity in seven sites throughout Uganda. Am J Trop Med
Hyg 75:219 –225.
Stek AM, Mirochnick M, Capparelli E, Best BM, Hu C, Burchett SK,
Elgie C, Holland DT, Smith E, Tuomala R, Cotter A, Read JS. 2006.
Reduced lopinavir exposure during pregnancy. AIDS 20:1931–1939. http:
//dx.doi.org/10.1097/01.aids.0000247114.43714.90.
Kloprogge F, McGready R, Phyo AP, Rijken MJ, Hanpithakpon W,
Than HH, Hlaing N, Zin NT, Day NP, White NJ, Nosten F, Tarning J.
2015. Opposite malaria and pregnancy effect on oral bioavailability of
artesunate—a population pharmacokinetic evaluation. Br J Clin Pharmacol 80:642– 653. http://dx.doi.org/10.1111/bcp.12660.
McGready R, Phyo AP, Rijken MJ, Tarning J, Lindegardh N, Hanpithakpon W, Than HH, Hlaing N, Zin NT, Singhasivanon P, White
NJ, Nosten F. 2012. Artesunate/dihydroartemisinin pharmacokinetics in
acute falciparum malaria in pregnancy: absorption, bioavailability, disposition and disease effects. Br J Clin Pharmacol 73:467– 477. http://dx.doi
.org/10.1111/j.1365-2125.2011.04103.x.
Wong RP, Salman S, Ilett KF, Siba PM, Mueller I, Davis TM. 2011.
Desbutyl-lumefantrine is a metabolite of lumefantrine with potent in vitro
antimalarial activity that may influence artemether-lumefantrine treatment outcome. Antimicrob Agents Chemother 55:1194 –1198. http://dx
.doi.org/10.1128/AAC.01312-10.

Antimicrobial Agents and Chemotherapy

March 2016 Volume 60 Number 3

