
Agarwal et al. Malaria Journal 2013, 12:254
http://www.malariajournal.com/content/12/1/254
RESEARCH Open Access
A randomized trial of artemether-lumefantrine
and dihydroartemisinin-piperaquine in the
treatment of uncomplicated malaria among
children in western Kenya
Aarti Agarwal1,3*, Meredith McMorrow3, Peter Onyango2, Kephas Otieno2, Christopher Odero2, John Williamson2,
Simon Kariuki2, Stephen Patrick Kachur3, Laurence Slutsker1 and Meghna Desai1,2
Abstract

Background: Artemether-lumefantrine (AL) was adopted as first-line treatment for uncomplicated malaria in Kenya
in 2006. Monitoring drug efficacy at regular intervals is essential to prevent unnecessary morbidity and mortality.
The efficacy of AL and dihydroartemisinin-piperaquine (DP) were evaluated for the treatment of uncomplicated
malaria in children aged six to 59 months in western Kenya.

Methods: From October 2010 to August 2011, children with fever or history of fever with uncomplicated
Plasmodium falciparum mono-infection were enrolled in an in vivo efficacy trial in accordance with World Health
Organization (WHO) guidelines. The children were randomized to treatment with a three-day course of AL or DP
and efficacy outcomes were measured at 28 and 42 days after treatment initiation.

Results: A total of 137 children were enrolled in each treatment arm. There were no early treatment failures and all
children except one had cleared parasites by day 3. Polymerase chain reaction (PCR)-uncorrected adequate clinical and
parasitological response rate (ACPR) was 61% in the AL arm and 83% in the DP arm at day 28 (p = 0.001). PCR-corrected
ACPR at day 28 was 97% in the AL group and 99% in the DP group, and it was 96% in both arms at day 42.

Conclusions: AL and DP remain efficacious for the treatment of uncomplicated malaria among children in western
Kenya. The longer half-life of piperaquine relative to lumefantrine may provide a prophylactic effect, accounting for the
lower rate of re-infection in the first 28 days after treatment in the DP arm.
Background
Resistance to anti-malarials by Plasmodium falciparum
has been an ongoing global public health concern since
chloroquine resistance emerged in the 1960s [1]. Drug
pressure is considered a major factor driving parasite
resistance, as a result of the increased availability of
medications in the public and private sectors, increased
prevalence of sub-therapeutic drug concentrations, and
counterfeit medications containing inadequate amounts
of active ingredients, among other factors.
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In Kenya, chloroquine was first-line treatment for un-
complicated P. falciparum malaria until 1998, despite the
presence of high levels of chloroquine resistance since the
early 1990s [2]. In 1998, sulphadoxine-pyrimethamine
(SP) was adopted as first-line treatment, but resistance
rapidly emerged. Both sulphadoxine and chloroquine have
long half-lives and consequent prolonged parasite expos-
ure to subtherapeutic drug levels, which can contribute
to resistance.
Artemisinins, the newest class of anti-malarials, have

a very short half-life (<8 hours) and rapidly reduce para-
site burden; their use in combination with other anti-
malarials decreases the chance of resistance emergence
[3]. However, artemisinin resistance has developed
along the Thai-Cambodian border, likely due to its use
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at sub-therapeutic doses and as monotherapy [4].
Artemisinin-based combination therapy (ACT) has super-
ior efficacy and the potential to prevent drug resistance by
incorporating a partner drug to enhance parasite clearance.
ACT has been adopted as first-line treatment in most
malaria-endemic countries [5]. Artemether-lumefantrine
(AL), a highly effective ACT, is commonly used in many
African countries as first-line treatment [6]. In 2004, Kenya
adopted AL as first-line malaria treatment, but it was not
widely implemented until 2006 [7].
Dihydroartemisinin-piperaquine (DP), another ACT

regimen, has been studied in East Africa as an alterna-
tive to AL [8-10]. Its advantages over AL include once-
daily dosing and a longer half-life of the partner drug,
which may prevent re-infection in areas of intense mal-
aria transmission. Studies have shown equivalent safety
and efficacy profiles for DP and AL [10-12]. In 2010, DP
was adopted as second-line treatment for uncomplicated
P. falciparum malaria in Kenya.
Regular monitoring of anti-malarial efficacy is essential

to better inform national malaria policies [13]. This study
was conducted in western Kenya to determine if AL re-
mains efficacious for the treatment of uncomplicated mal-
aria after five years of its implementation and to evaluate
the efficacy of DP in this population.
Methods
Study site and enrolment
This study was conducted between October 2010 and
August 2011 at Siaya District Hospital (SDH) in Nyanza
Province, western Kenya. This region is holoendemic for
P. falciparum with high malaria transmission and two sea-
sonal peaks, April to July and November to December.
The entomological inoculation rate (EIR) in this area, his-
torically around 300 infectious bites per person per year,
has recently been estimated to be ten infectious bites per
person per year (Gimnig J, pers comm). Study subjects
were recruited from the outpatient paediatric department
of SDH, which serves approximately 100 patients per day.

Subjects
Children aged six to 59 months with P. falciparum
mono-infection were enrolled. Additional inclusion cri-
teria were axillary temperature ≥37.5°C or history of
fever in the previous 48 hours, weight ≥5.0 kg, parasit-
aemia 1-200,000 asexual forms per μL (initially 2,000-
200,000 but protocol amended in January 2011 to include
any parasitaemia <200,000 as these drug regimens are
used to treat patients with any level of parasitaemia in
Kenya), residence within 10 km of SDH, and written in-
formed consent by caregiver. Subjects were excluded
if any of the following were present: lethargy, convulsions,
inability to drink, persistent vomiting, symptoms of
severe malaria, severe malnutrition (weight-for-age ≤3
standard deviations below the mean for gender
according to World Health Organization (WHO) stan-
dards), severe anaemia (haemoglobin (Hb) <5 g/dl),
known hypersensitivity to study drugs, presence of
febrile illness other than malaria (e.g. measles, pneu-
monia), presence of chronic medical conditions, treat-
ment with any anti-malarial in the previous two weeks,
or previous enrolment in any malaria study.

Ethical considerations
This study received ethical clearance from the US Centers
for Disease Control and Prevention (CDC, Atlanta, USA)
and the Kenya Medical Research Institute (KEMRI,
Nairobi, Kenya). Written informed consent was obtained
from caregivers of enrolled subjects and a long-lasting
insecticide-treated bed net (ITN) was provided to enrolled
subjects.

Clinical and laboratory procedures
This was a 42-day, open-label in vivo trial [14]. Initial
screening was offered to patients with fever or history of
fever. Caregivers were then asked about interest in study
participation. After consenting patients were screened for
inclusion criteria, a rapid diagnostic test (RDT) (SD
Bioline malaria Pf/pan, Standard Diagnostics Inc, Yongin,
South Korea) for malaria and Hb testing (Hemocue® Hb
201+, Hemocue AB, Angelholm, Sweden) were performed.
If the RDT was positive and Hb was ≥5.0 g/dL, two thick
and thin blood films were collected to assess parasitaemia
and confirm malaria species. Blood films were read inde-
pendently by two microscopists by counting the number
of asexual parasites against 500 white blood cells (WBCs).
Slides were considered to be negative only after examining
fields containing 1,000 WBCs. The geometric mean of the
two readings was considered in the analyses. Slides with
parasite densities discordant by more than 50% or with
positive and negative results were re-examined by a third
microscopist; the mean of the third read and the closest of
the first two slides was considered final. All microscopists
were blinded to the treatment arm and were certified
as expert readers through a quality assurance programme
at the South African National Institute for Communicable
Diseases.
Caregivers of enrolled children were interviewed and

children were examined by a study clinician. Children
were block randomized in fixed blocks of ten to treatment
with AL (Coartem®; Novartis, Basel, Switzerland) or DP
(DuoCotexin®; Holley-Cotec Pharmaceuticals, Beijing,
China). Samples of the AL and DP used in this study were
sent to CDC laboratories for quality testing using high-
performance liquid chromatography (HPLC) (Agilent
Technologies, Waldbronn, Germany). Both treatments
were co-formulated, fixed-dose ACT regimens and were
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administered under direct observation by study staff at the
study clinic (except AL evening doses) for three consecu-
tive days. AL tablets, consisting of 20 mg of artemether and
120 mg lumefantrine, were administered twice daily
according to patient weight: 5-14 kg: one tablet per dose;
weight 15-24 kg: two tablets per dose; weight 25-34 kg:
three tablets per dose. Morning doses were given with milk
and directly observed in the study clinic. Caregivers were
given evening doses to administer at home with food or
milk. DP tablets, consisting of 20 mg dihydroartemisinin
and 160 mg of piperaquine phosphate, were administered
once daily by study staff according to patient weight: 5-6
kg: one-half tablet daily; 7-9 kg: one tablet daily; 10-14 kg:
two tablets on day 0, then one tablet on days 1 and 2; 5-19
kg: two tablets daily. A full dose was re-administered if the
patient vomited within 30 min or a half dose if vomiting oc-
curred between 31 and 60 min. Patients with vomiting
within 30 min of the second dose were referred for paren-
teral treatment and withdrawn from the study.
Follow up
Children were followed for 42 days and asked to return on
days 1, 2, 3, 7, 14, 21, 28, 35, and 42 following enrolment,
as well as any day if ill. The study clinic was open daily
during regular hours; study personnel provided after-
hours care at SDH. A clinical assessment was performed
and blood smears were collected at each study visit. Hb
levels were measured on days 0, 7, 14, 28, and 42. A filter
paper blood spot was collected on days 0, 3, and 7 and in
case of suspected treatment failure for molecular analysis.
Adverse events were investigated and addressed.
Outcomes
Efficacy was assessed by clinical and parasitological out-
comes using WHO definitions [14]. Children were classi-
fied as early treatment failure (ETF) if any of the following
criteria were met: development of severe malaria by day 3,
day 2 parasitaemia > day 0 parasitaemia, presence of para-
sites on day 3 with axillary temperature ≥37.5°C, or day 3
parasitaemia >25% of day 0 parasitaemia. Children not
meeting ETF criteria with P. falciparum parasitaemia oc-
curring between day 7 and 28 or 42 without fever were
classified as late parasitological failure (LPF). Those with
fever occurring between day 4 and day 28 or day 42 with
parasitaemia were classified as late clinical failure (LCF). If
no failure was recorded by day 28 or day 42, the outcome
was classified as adequate clinical and parasitological re-
sponse (ACPR). All treatment failures with uncomplicated
malaria were treated with AL and treatment failures with
severe malaria were treated with parenteral quinine.
Follow-up ended once a study subject met one of the four
classification criteria: ETF, LPF, LCP or ACPR.
Molecular analysis
To differentiate between recrudescence and re-infection, a
genotypic analysis based on merozoite surface protein-2
(msp2), glutamate-rich protein (glurp), and merozoite
surface protein-1 (msp1) was performed by PCR using
filter-paper blood spots [15]. Recrudescence was defined
as at least one identical allele for each of the three markers
(msp2, glurp, and msp1) in the pre- and post-treatment
samples.

Statistical analysis
Primary efficacy outcomes included day 28 and day 42
ACPR, both PCR-corrected and PCR-uncorrected for each
ACT regimen. Secondary outcomes included haematologic
response, rates of fever clearance and parasite clearance by
day 3, rates of ETF, LPF and LCF. Assuming a PCR-
corrected ACPR of 95% and 20% loss to follow up at 42 days,
a sample size of 137 children per study arm was chosen, 274
children in total; this allowed for a precision rate of +/- 4.5%
at a 5% significance level. This study was not powered to de-
tect a difference in efficacy between treatment arms.
Study forms were scanned into a Microsoft Access 2000

(Microsoft, Redmond, USA) database. Statistical analysis
was performed using SAS® 9.2 (SAS Institute, Cary, USA).
Per protocol (PP) analysis of outcomes excluded those
children withdrawn from the study for any reason.
Intention-to-treat (ITT) analysis was performed using sur-
vival analysis. Kaplan-Meier curves were estimated for
both 28 and 42 days of follow up; the log-rank test was
used for comparing the curves. For ITT analysis, all with-
drawals, losses to follow up and treatment failures were
censored on the last day of follow up. Comparisons were
made using χ2 test for categorical variables and Student’s
t-test or Wilcoxon rank-sum test (for non-parametric
data) for continuous variables. A two-sided p-value <0.05
was considered statistically significant.

Results
Baseline characteristics
A total of 669 children with fever or history of fever were
screened (Figure 1). Among those, 420 (63%) were RDT-
positive and 324 (77%) of RDT-positive children had
microscopy-confirmed P. falciparum mono-infection. Of
these remaining 324 eligible children, 50 (15%) did not
meet other inclusion criteria or did not give consent. Two
hundred and seventy-four children were enrolled in the
study, 137 in each arm. Among those enrolled, 224 were
included in the day 42 analysis, 111 in the AL arm and
113 in the DP arm. Baseline characteristics of the children
enrolled in the two arms were similar (Table 1). The per-
centage of children withdrawn from analysis was similar
between the two arms, 18.2% in AL arm and 17.5% in the
DP arm (p = 0.88). Reasons for withdrawal are shown
in Figure 1.



Figure 1 Trial profile, western Kenya, 2011. Legend: RDT: Rapid diagnostic test for malaria; f/u: follow up; neg: negative.
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Clinical and parasitological outcomes
No ETF was observed in either treatment arm (Table 2).
Follow up was completed for 116 children in each arm up
to day 28. PCR-uncorrected ACPR was 61% in the AL arm
and 83% in the DP arm (p = 0.001). PCR-uncorrected re-
sults showed day 28 LCF and LPF were 11% and 28% in
the AL arm, respectively; in the DP arm, day 28 LCF and
LPF were 3% and 14%, respectively. PCR analysis revealed
the majority of LCF and LPF cases in both arms were due
to re-infection, 34 (92%) of 37 in the AL arm and 18 (95%)
of 19 in the DP arm. However, the re-infection rate by day
28 in the DP arm was significantly lower than that of the
AL arm (p = 0.03). At day 28, PCR-corrected ACPR was
97% for AL and 99% for DP (p = 0.5). The nine children
for whom PCR results were missing due to lost filter-paper
Table 1 Baseline characteristics of children upon enrolment f
piperaquine (DP), western Kenya 2011

Characteristic AL (n = 13

Mean age (months) 36.1 (33.8–

Male (%) 55

Mean weight (kg) 13.3 (12.8–

Mean axillary temperature (°C) 37.6 (37.4–

Mean haemoglobin (g/dL) 9.7 (9.4–10

Geometric mean day 0 parasite density (parasites/ μL) (range) 45,168 (34
samples were excluded from the PCR-corrected analysis
(eight from the AL arm and one from the DP arm).
For day 42, analysis was completed for 111 children in

the AL arm and 113 children in the DP arm. The PCR-
uncorrected ACPR was 44% for the AL arm and 54% for
the DP arm (p = 0.14). PCR-uncorrected results showed
that the day 42 LCF and LPF were 18% and 37% in the AL
arm, respectively; while LCF was 10% and LPF was 36% in
the DP arm. The re-infection rate was similar for the two
arms at day 42 (p = 0.7). After PCR correction, ACPR for
both arms was 96%. Similarly, the children for whom PCR
results were missing were excluded from analysis (ten in
AL arm and four in DP arm).
To ensure the results of the PCR-corrected analysis

were not biased by missing samples, sensitivity analyses
or artemether-lumefantrine (AL) and dihydroartemisinin-

7) (95% CI) DP (n = 137) (95% CI) p-value

38.5) 33.5 (31.1–35.9) 0.11

57 0.9

13.8) 13.0 (12.5–13.4) 0.3

37.8) 37.7 (37.5–38.0) 0.35

.0) 9.9 (9.7–10.2) 0.28

,506–47,190) (10–148,027) 49,248 (35,188–52,544) (54–166,584) 0.49



Table 2 Clinical and parasitological response rates for artemether-lumefantrine (AL) and dihydroartemisinin-
piperaquine (DP) using per protocol analysis, western Kenya 2011

Outcome AL DP p-
value% (95% CI) % (95% CI)

Early treatment failure 0% (0%–3%) (0/137) 0% (0%–3%) (0/137) 1

Day 3 parasite clearance 99% (96%–99%) (130/131) 100% (97%–100%) (126/126) 0.34

Day 28 PCR-uncorrected ACPR* 61% (52%–70%) (71/116) 83% (75%–89%) (96/116) 0.001

Day 28 PCR-corrected ACPR** 97% (92%–99%) (105/108) 99% (95%–100%) (114/115) 0.48

Day 42 PCR-uncorrected ACPR 44% (35%–54%) (49/111) 54% (45%–63%) (61/113) 0.14

Day 42 PCR-corrected ACPR 96% (90%–99%) (97/101) 96% (91%–99%) (105/109) 0.26

*Polymerase chain reaction-uncorrected adequate clinical and parasitological response.
**Polymerase chain reaction-corrected adequate clinical and parasitological response.

Agarwal et al. Malaria Journal 2013, 12:254 Page 5 of 8
http://www.malariajournal.com/content/12/1/254
were performed assuming all missing PCR results were
due to re-infection and all were due to recrudescence,
resulting in a range of PCR-corrected ACPR. For day 28,
the maximum ranges of PCR-corrected ACPR for the
treatment arms are 91-97% (95% CI: 85-100%) in the AL
arm and 98-99% (95% CI: 96-100%) in the DP arm. For
day 42, ACPR would be 87-96% (95% CI: 81-100%) in the
AL arm and 92-96% (95% CI: 87-100%) in the DP arm.
At day 28, the survival analysis using the ITT definition

demonstrated a PCR-uncorrected cure rate of 67% for AL
and 85% for DP (p = 0.0004) (Figure 2). At day 42, the
PCR-uncorrected cure rates were 55% for AL and 62% for
DP (p = 0.22). The PCR-corrected cure rates at day 28
were 98% for AL and 99% for DP (p = 0.28). At day 42,
PCR-corrected cure rates were 97% for both drugs.

Laboratory outcomes
Treatment with either AL or DP resulted in rapid parasite
clearance. Although >75% of children in both arms
remained parasitaemic on day 1, only four (3%) and five
(4%) children remained parasitaemic on day 2 in the AL
and DP arms, respectively. One child in the study
remained parasitaemic on day 3 (AL arm). Over 90% of
0.0
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Figure 2 Survival curve of enrolled children by PCR-uncorrected data
(ITT) analysis.
children were afebrile by day 1 in both treatment arms.
Mean Hb of children who were not re-infected increased
from a baseline of 9.8 g/dL to 11.6 g/dL at day 42, whereas
the mean Hb of those re-infected increased from a base-
line of 9.9 g/dL to 11.1 g/dL on the last study day (p = 0.9).
The change in Hb from baseline to the study endpoint
was similar among the two study arms. Drug samples
tested for quality assurance contained adequate concen-
trations of active ingredients.

Adverse events
There were three children in the DP arm who vomited the
drug twice following enrolment and were referred for al-
ternative treatment. The rates of vomiting for the first
dose of medication were similar for AL and DP (3.7% and
4.9%, respectively) and not associated with age.
Three enrolled children developed severe malaria

more than 28 days after treatment; two in the AL arm
and one in the DP arm. These children were hospitalized
for parenteral treatment. These outcomes are attribut-
able to re-infection (confirmed by PCR analysis), not
poor efficacy of treatment regimens. All children recov-
ered completely; no deaths occurred during the study.
30 40 50

AL
DP

Day 28, p=0.0004
Day 42, p=0.2

, western Kenya 2011. Legend: This graph is using intention to treat
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Discussion
Both AL and DP are efficacious in treating uncomplicated
P. falciparum malaria in children in western Kenya. Recur-
rent parasitaemia among children under five years is fre-
quent in this area despite high coverage with ITNs (70%
household ownership and 42% usage in children under
five years) [16] and is mostly secondary to re-infection
with P. falciparum. As seen in other African countries, re-
current parasitaemia occurs significantly more frequently
in those children treated with AL in the first 28 days
[8,9,11]. This is likely due to the longer half-life of the
piperaquine component of DP, which provides long-
lasting prophylactic effect. This study was not powered to
compare the efficacy of the two drug regimens; however,
there was a significant difference in re-infection at day 28
between the two groups.
Data from similar studies conducted in western Kenya

from 2005 to 2009 assessing the efficacy of AL and DP
had similar results. Data collected in 2005 on children
with uncomplicated malaria and treated with AL showed
PCR-uncorrected ACPR at day 28 of 71% and at day 42
of 41%, compared to 61% and 44% in this study [17].
However, the high numbers of recurrent parasitaemia
were likely due to re-infection and not recrudescence, as
it was the case in this and other studies [18]. A smaller
study conducted in 2007, showed that only one (1.5%)
out of 67 patients had recurrent parasitaemia at day 28
after treatment with AL and no episodes of recurrent
parasitaemia were detected at day 28 in the DP group
[19]. When comparing these data to the higher rates of
recurrent parasitaemia in our study, we do not believe it
is due to declining drug efficacy, but rather to the high
frequency of re-infection with P. falciparum in children
in the study area. Lastly, data collected in 2009 in the
Mbita region of western Kenya had similar PCR-
corrected ACPR in the AL group (98.6% at day 28 and
97.2% at day 42) as what was observed in this evaluation,
which further demonstrates the continued efficacy of AL
in the region [18].
There is growing concern about the emergence of ar-

temisinin resistance, signalled by delayed parasite clear-
ance, as observed in Southeast Asia [20]. One recent
study from the Kenyan coast reports decreased parasite
clearance rates in those treated with ACT since 2006
[21]. This study showed that although over 75% of
children remained parasitaemic on day 1, over 95% had
cleared parasitaemia by day 2, and only one child had
parasites on day 3. These clearance rates are similar to
those seen in an efficacy study with AL conducted in
this region in 2006 [22]. As WHO defines suspected ar-
temisinin resistance as ≥10% of cases with parasitaemia
at day 3 after ACT treatment initiation [23], this study
provides no evidence to suggest artemisinin resistance
in western Kenya.
Although the annual EIR in western Kenya has de-
creased dramatically, from 300 infectious bites per person
per year in 1990 [24] to ten in 2010, malaria prevalence
during the peak transmission season in children under five
years of age remains high at 42% (KEMRI/CDC, unpub-
lished data) [25]. A previous study demonstrated that in
several areas in Africa with annual EIRs in the range of
one to ten infectious bites per person per year, the mean
parasite prevalence remained similarly high [26]. In fact,
parasite prevalence was not meaningfully reduced until
the annual EIR was well below one infectious bite per per-
son per year. The high parasite prevalence despite low EIR
is multifactorial. Some plausible reasons include recurrent
infections due to Plasmodium vivax and Plasmodium
ovale, lack of access to care resulting in delayed treatment,
asymptomatic carriers, and frequent anti-malarial stock-
outs [27]. This epidemiological context likely accounts for
the high re-infection rates observed in this study, despite a
large reduction in EIR over the past two decades.
Both drug regimens were well tolerated with a low fre-

quency of vomiting. Although the frequency of vomiting
the first dose was similar between the two treatment arms,
only those in the DP arm (n = 3) vomited the drug twice
and required alternative treatment. Increased vomiting in
children aged six to 24 months with uncomplicated mal-
aria treated with DP, compared to AL, has been noted pre-
viously [28]. Vomiting did not seem to be related to
younger age in either group. However, this study was not
powered to detect such a difference.
There are a few limitations to this study. First, the even-

ing doses of AL were not directly observed. Although
caregivers were asked to confirm administration of even-
ing doses and children who missed doses were withdrawn,
the efficacy of AL may be underestimated in this study if
some missed doses were not reported. Similar studies have
used the same approach [29]. However, PCR-corrected ef-
ficacy of AL was still high in this study. In addition, PCR
data are missing for some children with treatment failure.
Nevertheless, as recrudescence was responsible for <10%
of failures in both arms, the ACPRs calculated considering
only available PCR samples are likely accurate. Also, para-
sitaemia range for study inclusion was altered to include
all children with P. falciparum mono-infection. This in-
creased the risk of including false positives; however, only
certified microscopists read slides and only nine subjects
had parasitaemia <2,000 parasites/μL. Lastly, contrary to
the original protocol, two months after initiation of re-
cruitment, study staff excluded some children with any
history of vomiting. The number of children excluded for
this reason is unknown, as only persistent vomiting was
an original exclusion criterion. Therefore, this study may
underestimate the incidence of vomiting associated with
the treatment regimens, as well as inadvertently excluding
some children with high parasitaemia or high fever.
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DP may benefit children in this high-transmission set-
ting because the long half-life of piperaquine is associ-
ated with a decreased re-infection rate in the first
28 days after treatment compared to AL. This longer
prophylactic effect may allow more time for Hb recov-
ery, thus decreasing the severity of re-infections. The
once-a-day dosing is another advantage of this regimen
and may improve adherence. However, the higher cost
of a treatment dose of DP compared to AL, US$4 and
US$1, respectively, may be a barrier to its use as first
line. In addition, DP may be more prone to the develop-
ment of resistance because of the long half-life of
piperaquine.

Conclusions
The results of this study demonstrate that AL and DP
remain efficacious treatment regimens for uncompli-
cated P. falciparum malaria in western Kenya. With day
3 parasite clearance rates of nearly 100%, there is no evi-
dence of delayed parasite clearance to indicate emerging
artemisinin resistance. Following WHO recommenda-
tions, regular monitoring to evaluate anti-malarial efficacy
at least every two years should be maintained to confirm
the continued efficacy of first-line anti-malarial therapy.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
All authors contributed to the design of the study and assisted with data
interpretation. KO carried out the molecular genetic studies. MM, MD, LS, SK
and SPK conceived of the study, and participated in its design and
coordination as well as manuscript production. AA participated in the design
and coordination of the study, performed data analysis and drafted the
manuscript. PO and CO participated in the coordination of the study and
data analysis. JW contributed to the design of the study and assisted in
statistical analysis. All authors read and approved the final manuscript.

Acknowledgements
We are grateful to the children and their caregivers for participating in this
study. We thank the clinicians and staff of Siaya District Hospital and the
study staff and clinicians. This study would not have been possible without
the support of the staff at KEMRI/CDC Research and Public Health
Collaboration in Kisian, Kenya. We acknowledge the generosity of David
Jiang and Douglas Bosire of Beijing Holley-Cotec Pharmaceuticals Ltd for
donating the supply of DuoCotexin® used in this study. Many thanks to
Mike Green and Isabel Swamidoss at the CDC laboratory in Atlanta, GA for
performing drug quality testing. Lastly, we are indebted to Alexandre
Macedo de Oliveira for devoting his time and expertise to the production
of this manuscript.
Support for this study was provided by the KEMRI/CDC Research and
Public Health Collaboration and this manuscript was approved by the
Director of KEMRI.
The findings and conclusions in this report are those of the authors and do
not necessarily represent the views of the US Centers for Disease Control
and Prevention (CDC).

Author details
1Malaria Branch, Division of Parasitic Diseases and Malaria, Centers for
Disease Control and Prevention, Atlanta, GA, USA. 2Kenya Medical Research
Institute/Centers for Disease Control, Prevention Research and Public Health
Collaboration, Kisumu, Kenya. 3US Public Health Service, Rockville, Maryland.
Received: 30 April 2013 Accepted: 9 July 2013
Published: 19 July 2013
References
1. Payne D: Spread of chloroquine resistance in Plasmodium falciparum.

Parasitol Today 1987, 3:241–246.
2. Shretta R, Omumbo J, Rapuoda B, Snow RW: Using evidence to change

antimalarial drug policy in Kenya. Trop Med Int Health 2000, 5:755–764.
3. White NJ: Antimalarial drug resistance. J Clin Invest 2004, 113:1084–1092.
4. Dondorp AM, Nosten F, Yi P, Das D, Phyo AP, Tarning J, Lwin KM, Ariey F,

Hanpithakpong W, Lee SJ, Ringwald P, Silamut K, Imwong M, Chotivanich K,
Lim P, Herdman T, An SS, Yeung S, Singhasivanon P, Day NP, Lindegardh N,
Socheat D, White NJ: Artemisinin resistance in Plasmodium falciparum
malaria. N Engl J Med 2009, 361:455–467.

5. Nosten F, Brasseur P: Combination therapy for malaria: the way forward?
Drugs 2002, 62:1315–1329.

6. Dorsey G, Staedke S, Clark TD, Njama-Meya D, Nzarubara B, Maiteki-
Sebuguzi C, Dokomajilar C, Kamya MR, Rosenthal PJ: Combination therapy
for uncomplicated falciparum malaria in Ugandan children: a
randomized trial. JAMA 2007, 297:2210–2219.

7. Amin AA, Zurovac D, Kangwana BB, Greenfield J, Otieno DN, Akhwale WS,
Snow RW: The challenges of changing national malaria drug policy to
artemisinin-based combinations in Kenya. Malar J 2007, 6:72.

8. Four Artemisinin-Based Combinations Study G: A head-to-head
comparison of four artemisinin-based combinations for treating
uncomplicated malaria in African children: a randomized trial. PLoS Med
2011, 8:e1001119.

9. Arinaitwe E, Sandison TG, Wanzira H, Kakuru A, Homsy J, Kalamya J, Kamya
MR, Vora N, Greenhouse B, Rosenthal PJ, Tappero J, Dorsey G: Artemether-
lumefantrine versus dihydroartemisinin-piperaquine for falciparum
malaria: a longitudinal, randomized trial in young Ugandan children.
Clin Infect Dis 2009, 49:1629–1637.

10. Bassat Q, Mulenga M, Tinto H, Piola P, Borrmann S, Menendez C, Nambozi
M, Valea I, Nabasumba C, Sasi P, Bacchieri A, Corsi M, Ubben D, Talisuna A,
D'Alessandro U: Dihydroartemisinin-piperaquine and artemether-
lumefantrine for treating uncomplicated malaria in African children:
a randomised, non-inferiority trial. PLoS One 2009, 4:e7871.

11. Yavo W, Faye B, Kuete T, Djohan V, Oga SA, Kassi RR, Diatta M, Ama MV,
Tine R, Ndiaye JL, Evi JB, Same-Ekobo A, Faye O, Koné M: Multicentric
assessment of the efficacy and tolerability of dihydroartemisinin-
piperaquine compared to artemether-lumefantrine in the treatment of
uncomplicated Plasmodium falciparum malaria in sub-Saharan Africa.
Malar J 2011, 10:198.

12. Nambozi M, Van Geertruyden JP, Hachizovu S, Chaponda M, Mukwamataba
D, Mulenga M, Ubben D, D'Alessandro U: Safety and efficacy of
dihydroartemisinin-piperaquine versus artemether-lumefantrine in the
treatment of uncomplicated Plasmodium falciparum malaria in Zambian
children. Malar J 2011, 10:50.

13. Vestergaard LS, Ringwald P: Responding to the challenge of antimalarial
drug resistance by routine monitoring to update national malaria
treatment policies. Am J Trop Med Hyg 2007, 77:153–159.

14. WHO: Methods for surveillance of antimalarial drug efficacy. Geneva: World
Health Organization; 2009.

15. WHO: Recommended Genotyping Procedures (RGPs) to identify parasite
populations version 1, edition. Geneva: World Health Organization; 2008.

16. Division of Malaria Control [Ministry of Public Health and Sanitation] KNBoS,
Macro aI: 2010 Kenya Malaria Indicator Survey. Nairobi, Kenya: DOMC, KNBS
and ICF Macro; 2011.

17. Woodring JV, Ogutu B, Schnabel D, Waitumbi JN, Olsen CH, Walsh DS,
Heppner DG Jr, Polhemus ME: Evaluation of recurrent parasitemia after
artemether-lumefantrine treatment for uncomplicated malaria in
children in western Kenya. Am J Trop Med Hyg 2010, 83:458–464.

18. Sawa P, Shekalaghe SA, Drakeley CJ, Sutherland CJ, Mweresa CK, Baidjoe AY,
Manjurano A, Kavishe RA, Beshir KB, Yussuf RU, Omar SA, Hermsen CC, Okell
L, Schallig HD, Sauerwein RW, Hallett RL, Bousema T: Malaria transmission
after artemether-lumefantrine and dihydroartemisinin-piperaquine:
a randomized trial. J Infect Dis 2013, 207:1637–1645.

19. Mens PF, Sawa P, van Amsterdam SM, Versteeg I, Omar SA, Schallig HD,
Kager PA: A randomized trial to monitor the efficacy and effectiveness
by QT-NASBA of artemether-lumefantrine versus dihydroartemisinin-



Agarwal et al. Malaria Journal 2013, 12:254 Page 8 of 8
http://www.malariajournal.com/content/12/1/254
piperaquine for treatment and transmission control of uncomplicated
Plasmodium falciparum malaria in western Kenya. Malar J 2008, 7:237.

20. Noedl H, Se Y, Schaecher K, Smith BL, Socheat D, Fukuda MM: Artemisinin
Resistance in Cambodia 1 Study C: Evidence of artemisinin-resistant
malaria in western Cambodia. N Engl J Med 2008, 359:2619–2620.

21. Borrmann S, Sasi P, Mwai L, Bashraheil M, Abdallah A, Muriithi S, Fruhauf H,
Schaub B, Pfeil J, Peshu J, Hanpithakpong W, Rippert A, Juma E, Tsofa B,
Mosobo M, Lowe B, Osier F, Fegan G, Lindegårdh N, Nzila A, Peshu N,
Mackinnon M, Marsh K: Declining responsiveness of Plasmodium
falciparum infections to artemisinin-based combination treatments on
the Kenyan coast. PLoS One 2011, 6:e26005.

22. Juma EA, Obonyo CO, Akhwale WS, Ogutu BR: A randomized, open-label,
comparative efficacy trial of artemether-lumefantrine suspension versus
artemether-lumefantrine tablets for treatment of uncomplicated
Plasmodium falciparum malaria in children in western Kenya. Malar J
2008, 7:262.

23. Update on artemisinin resistance. 2012. April http://www.who.int/malaria/
publications/atoz/arupdate042012.pdf.

24. Beier JC, Perkins PV, Onyango FK, Gargan TP, Oster CN, Whitmire RE, Koech
DK, Roberts CR: Characterization of malaria transmission by Anopheles
(Diptera: Culicidae) in western Kenya in preparation for malaria vaccine
trials. J Med Entomol 1990, 27:570–577.

25. Fillinger U, Ndenga B, Githeko A, Lindsay SW: Integrated malaria vector
control with microbial larvicides and insecticide-treated nets in western
Kenya: a controlled trial. Bull World Health Organ 2009, 87:655–665.

26. Beier JC, Killeen GF, Githure JI: Short report: entomologic inoculation rates
and Plasmodium falciparum malaria prevalence in Africa. Am J Trop Med
Hyg 1999, 61:109–113.

27. Chuma J, Okungu V, Molyneux C: Barriers to prompt and effective malaria
treatment among the poorest population in Kenya. Malar J 2010, 9:144.

28. Creek D, Bigira V, Arinaitwe E, Wanzira H, Kakuru A, Tappero J, Kamya MR,
Dorsey G, Sandison TG: Increased risk of early vomiting among infants
and young children treated with dihydroartemisinin-piperaquine
compared with artemether-lumefantrine for uncomplicated malaria.
Am J Trop Med Hyg 2010, 83:873–875.

29. Hwang J, Alemayehu BH, Hoos D, Melaku Z, Tekleyohannes SG, Teshi T,
Birhanu SG, Demeke L, Gobena K, Kassa M, Jima D, Reithinger R, Nettey H,
Green M, Malone JL, Kachur SP, Filler S: In vivo efficacy of artemether-
lumefantrine against uncomplicated Plasmodium falciparum malaria in
Central Ethiopia. Malar J 2011, 10:209.

doi:10.1186/1475-2875-12-254
Cite this article as: Agarwal et al.: A randomized trial of artemether-
lumefantrine and dihydroartemisinin-piperaquine in the treatment of
uncomplicated malaria among children in western Kenya. Malaria
Journal 2013 12:254.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.who.int/malaria/publications/atoz/arupdate042012.pdf
http://www.who.int/malaria/publications/atoz/arupdate042012.pdf

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study site and enrolment
	Subjects
	Ethical considerations
	Clinical and laboratory procedures
	Follow up
	Outcomes
	Molecular analysis
	Statistical analysis

	Results
	Baseline characteristics
	Clinical and parasitological outcomes
	Laboratory outcomes
	Adverse events

	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


