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Abstract
Background: Malaria carries high case fatality among children with sickle cell anaemia. In Uganda,
chloroquine is used for prophylaxis in these children despite unacceptably high levels of resistance.
Intermittent presumptive treatment with sulphadoxine-pyrimethamine (SP) has shown great
potential for reducing prevalence of malaria and anaemia among pregnant women and infants.

Objective: To compare the efficacy of monthly SP presumptive treatment, versus weekly
chloroquine for malaria prophylaxis in children attending the Sickle Cell Clinic, Mulago Hospital.

Methods: Two hundred and forty two children with sickle cell anaemia were randomized to
presumptive treatment with SP or weekly chloroquine for malaria prophylaxis. Active detection of
malaria was made at each weekly visit to the clinic over one month. The primary outcome measure
was the proportion of children with one malaria episode at one month follow-up. The secondary
outcome measures included malaria-related admissions and adverse effects of the drugs.

Results: Ninety-three percent (114/122) of the children in the chloroquine group and 94% (113/
120) in the SP group completed one month follow up. SP reduced prevalence of malaria by 50%
compared to chloroquine [OR = 0.50, (95% CI 0.26-0.97)]; p = 0.042. Six percent (7/122) of the
children receiving weekly chloroquine had malaria related admissions compared to 2.5% (3/120) on
presumptive treatment with SP. No serious drug effects were reported in both treatment groups

Conclusion: Presumptive treatment with SP was more efficacious than weekly chloroquine in
reducing prevalence of malaria in children with sickle cell anaemia. Continued use of chloroquine
for malaria chemoprophylaxis in children with sickle cell anaemia in Uganda does not seem to be
justified.
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Background
Sickle cell anaemia (SCA) is a major health problem in
Uganda with an average of 25,000 babies born annually
[1,2]. Eighty percent of these may die of malaria before
two years of age [3]. In Africa, an average of 200,000
babies are born with SCA annually and 50% die before
five years of age secondary to anaemia, pneumonia and
malaria [3,4].

Persons with SCA are four times more susceptible to
malaria than those with sickle cell trait. Malaria is a major
contributor to morbidity and mortality in these children
[3-7]. It precipitates both anaemia and painful crises and
increases the risk of death [4]. In Ghana painful crises
occurred frequently during high malaria transmission and
malaria accounted for 15.7% of the painful crises requir-
ing admission [8,9].

In Uganda, chloroquine chemoprophylaxis was first used
in 1962 where it significantly reduced malaria incidence
by 43% [7,10]. While chloroquine resistance was negligi-
ble then, in the recent past it has become unacceptably
high ranging from 60 to 80% [7,11,12]. Some recent stud-
ies show that chemoprophylaxis with chloroquine does
not appreciably reduce morbidity due to malaria in chil-
dren. For example, in Ethiopia, clinic visits for morbidity
due to malaria were not reduced by chemoprophylaxis
with chloroquine [13]. Another study from Uganda,
reported malaria parasitaemia in 44% of sicklers with
anaemic crises despite receiving weekly chloroquine[14].

Intermittent presumptive treatment is a new approach to
malaria prevention. This strategy was first used among
pregnant women among whom it was found to be very
effective. It has been successfully used in Tanzania, Ghana
and Mozambique among infants [15]. The most success-
ful drug for this strategy is sulphadoxine-pyrimethamine
(SP) despite reported resistance to this drug [16]. Hitherto
no study been has been carried out in Uganda to assess its
efficacy of chloroquine chemoprophylaxis, and yet it
remains standard of care for children with sickle cell anae-
mia. We carried out a double-blind randomized control-
led trial to compare the efficacy of weekly chloroquine
with monthly SP for malaria prevention in children with
sickle cell anaemia in order to inform policy on chloro-
quine use for chemoprophylaxis.

Methods
Patients
The study was carried out at the Sickle cell Clinic situated
in Mulago, Uganda's national referral hospital in Kam-
pala, from October 2006 to February 2007. Malaria trans-
mission in this area is mesoendemic and perennial but
peaks during the rainy seasons (from March - May, and

September - November) [17]. The annual inoculation rate
ranges from nine to 10 infective bites per year.

Children between six months and 12 years of age attend-
ing the sickle cell clinic were consecutively selected and
enrolled if they met the inclusion criteria, that is: 1) living
within 10 kilometers from the Hospital; 2) having a neg-
ative malaria smear; 3) parents or guardians consented to
participation. Children with a history of allergy to sul-
phonamides were excluded; those on co-trimoxazole
prophylaxis or those with any severe illnesses needing
admission. The study was approved by Makerere Univer-
sity Faculty of Medicine Ethics and Research Committee
and Uganda National Council for Science and Technol-
ogy.

Design
This was a double-blind randomized controlled trial,
where children between six months and 12 years of age
attending the sickle cell clinic were randomized to receive
either monthly SP or weekly chloroquine. The sample size
of 242 was based on the assumption that the prevalence
of malaria would 29.4% in the chloroquine group and
11.1% in the SP group [18,19] with an α = 0.05, a power
of 90% and an estimated 10% loss to follow.

Randomization and blinding
A paediatrician not involved in the study generated a set
of 242 random numbers. These numbers were then
assigned to two codes in blocks of 4 to 12. Each partici-
pant was assigned a serial enrolment number and a ran-
dom number corresponding to the treatment code. The
pills were packed in an opaque envelope labeled with
both the study serial number and a random number cor-
responding to the intervention. The drugs were packed in
envelopes and released to the study team only after an eli-
gible participant had been enrolled. The drugs and pla-
cebo were similar in colour and shape. They were
manufactured by the same company (Kampala Pharma-
ceutical Industries) and labeled using two codes. Each
(CQ) sugar coated tablet contained 150 mg chloroquine
base and SP tablet contained sulphadoxine 500 mg and
pyrimethamine 25 mg. The treatment code was concealed
to the study participants, the treatment nurse and the
investigators. The randomization code was only released
to the investigators following completion of data analysis.

Drug administration
The drug were administered by a treatment nurse accord-
ing to the body weight of the patients as follows: chloro-
quine 5 mg/kg and sulphadoxine(25 mg/kg)-
pyrimethamine (1.25 mg/kg). Participants were observed
for 30 minutes after drug administration and treatment re-
administered if vomiting occurred.
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Follow up and outcomes
Patients were followed up weekly for one month. At each
visit, a finger prick for malaria parasites and parasite den-
sity estimation was done, in addition to haemoglobin
estimation by Drabkin's method. Parents were requested
to report any adverse events to the investigators. A malaria
episode was considered if the study participant had fever
documented by a temperature of ≥ 37.5°C and presence
of any Plasmodium falciparum parasite. Children who
developed malaria were treated according to the national
treatment guidelines at the time (artemether-lumefan-
trine for uncomplicated malaria, and quinine for severe
malaria).

Statistical analysis
Analysis was by intention to treat: that is all patients ran-
domized were analysed.

The occurrence of at least one episode of malaria in the
two treatment groups was compared using Odds Ratios
and 95% confidence interval. The student's t-test was used
for continuous variables. Logistic regression analysis was
used to predict variables affecting the occurrence of
malaria.

Results
Trial profile (Figure 1)
During this period 278 patients were screened and 36
patients did not fulfill the inclusion criteria. Two hundred
and forty two were randomized to either SP (monthly) or
chloroquine weekly (120 and 122 respectively). Seven
patients were lost to follow up from the SP arm and 8
from the CQ arm. All these patients were lost follow up
during the first week after enrollment. Five patients from
each group that were lost to follow-up relocated to other

Trial profileFigure 1
Trial profile.
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places during the study period. The rest had different rea-
sons such as a guardian's busy work schedule or having a
sick guardian. Two hundred and twenty seven patients
were followed up for one month (113 SP arm and 114 CQ
arm). Baseline and laboratory characteristics (Table 1)
were similar in both treatment groups implying successful
randomization.

Treatment outcome
Proportion of children with malaria
Only 14% (17/120) of the children in the SP arm con-
tracted malaria compared to 24.6% (30/122) in the CQ
arm by one month follow-up. Children receiving chloro-
quine were almost two times more likely to have malaria
compared with those receiving SP (Odd's Ratio 1.98 95%
CI 1.023 - 3.82).

Malaria-related admissions
A higher proportion of children had malaria related
admissions in the CQ arm, compared to those in the SP
arm (5.7% versus 2.5%). Children receiving chloroquine
were almost two and half times more likely to be admitted
than those receiving SP. (OR = 2.4, 95% CI 0.6 - 10.0)
though this was not statistically significant, p = 0.223.

All cause admissions
Reasons for admissions were as follows; SP group: malaria
(2), malaria and anaemia (1), anaemia (2) septicaemia
and anaemia (1). Chloroquine group: lobar pneumonia
(1), malaria and anaemia (2), septicaemia (3), malaria
with painful crisis (3), and malaria (2). Even though there
were more all cause admissions in the chloroquine group

Table 1: Baseline characteristics of patients in both treatment arms at the time of enrollment

Variable Treatment SP
N = 120

Treatment CQ
N = 122

Odds ratio 95% CI P- Value

Fever
Yes
No

26 (21.7%)
94 (78.3%)

24 (19.7%)
98 (80.3%)

1.129 0.06- 2.105 0.07

Joint pains
Yes
No

40 (38.3%)
80 (73.3%)

49 (40.2%)
73 (59.8%)

0.745 0.441-1.259 0.27

Headache
Yes
No

11 (9.2%)
109 (90.8%)

13 (10.7%)
109 (89.3%)

0.846 0.363-1.971 0.69

Drugs for malaria prophylaxis before the study
Yes
No

99 (48.3%)
21(56.8%)

106 (51.7%)
16 (43.2%)

0.712 0.351-1.441 0.89

Bed net use
Yes
No

77 (64.2%)
43 (35.8%)

98 (80.3%)
24 (19.7%)

0.44 0.23 -0.82 0.05

Pallor
Yes
No

115 (95.8%)
5 (4.2%)

115 (94.3%)
7 (5.7%)

1.4 0.432- 4.540 0.57

Jaundice
Yes
No

110 (91.7%)
10 (90.2%)

110 (90.2%)
12 (9.8%)

1.2 0.49 - 2.893 0.68

Age (yrs) mean (SD)
Age < 5 yrs
Age > 5 yrs

5.49 (4.5)
67 (55.8%)
53 (44.2%)

5.5 (4.3)
60 (49.2%)
62 (50.8%)

N/A
...
N/A
....
N/A
....

N/A
...
N/A
...
N/A
...

0.89
0.30

Sex
Female
Male

66(55%)
54(45.0%)

55(45.1%)
67(54.9%)

N/A
...
N/A
...

N/A
...
N/A
...

0.01*

Weight (kg) 18.43 ± 7.7 18.10 ± 6.8 N/A
...

N/A
...

0.72

Pulse (per min.) 92 ± 13.8 93 ± 15.0 N/A
...

N/A
...

0.58

Temperature(°C) 36.79 ± 2.0 36.5 ± 2.1 N/A
...

N/A
...

0.63

Haemoglobin (g/dl) 7.3 ± 1.29 7.2 ± 1.25 N/A
...

N/A
...

0.45

* Values are numbers, percentage unless other wise stated; N/A - Not applicable
Page 4 of 6
(page number not for citation purposes)



Malaria Journal 2009, 8:237 http://www.malariajournal.com/content/8/1/237
(11/122) 9% than in the SP group (6/120) 5%, the differ-
ence was not statistically significant (p = 0.22)

Drug side effects
Side effects were assessed for on a weekly basis as children
actively reported to the clinic. The proportion of children
that vomited after administration of the drugs was 6.6%
(SP) versus 11.5% (CQ arm. Pruritus was reported in
1.6% of the children in the SP arm versus 1.8% in the CQ
arm. Finally blurring of vision was almost similar in both
arms (1.6%% CQ versus 0.8% SP). None of the skin
rashes documented were suggestive of a drug reaction. No
serious adverse drug reactions were reported in any of the
treatment arms (Table 2).

Discussion
Children with at least one malaria episode by one month
Children receiving weekly chloroquine were two times
more likely to get malaria compared to those on SP. This
shows that SP was more protective, reducing the preva-
lence of malaria by 50% compared to chloroquine. This
difference in efficacy between the two drugs could be
explained by the fact that resistance to therapeutic treat-
ment of chloroquine (60%-80%) is higher compared to
SP (18% - 25%) in Uganda [12,20].

The other reason is that SP has a longer half life and its ter-
minal elimination phase normally exceeds the minimum
parasiticidal concentrations (lowest concentrations that
give maximum effect). In contrast this does not occur for
chloroquine [21].

While SP may have failed as a treatment drug it is still
effective for prophylaxis [22]. Several studies from Ghana,
Mozambique and Tanzania have documented its useful-
ness in prophylaxis and particularly in reducing malaria
episodes even in areas where resistance is high [16,22].

In the current study, 24.6% of children receiving chloro-
quine contracted at least one episode of malaria com-

pared to 40% reported in the Ethiopian study [13]. This is
probably due to a relatively lower resistance to chloro-
quine therapeutic treatment reported in Uganda than that
reported from Ethiopia [23,24].

Malaria-related admissions
In our study, SP reduced malaria related admissions by
50% compared to chloroquine, but this was not statisti-
cally significant. This suggests that SP may have a role in
reducing malaria related admissions. This is in contrast to
results from Ghana, where the reduction in malaria
related admissions by SP was 39% in comparison to pla-
cebo among children without sickle anaemia[20].

All cause admissions
Although all cause admissions varied, the percentage of
admissions was higher in the chloroquine group (9% ver-
sus 5%). Of note, admissions due to lobar pneumonia
(1), painful crisis (3) only occurred in those receiving
chloroquine. This might be because sulphonamides may
offer an anti-bacterial effect against the diseases as has
been reported among children with HIV infection [25].
This implies that SP may reduce morbidity from other
causes compared with chloroquine. Nonetheless, the
reduction in the admissions was not statistically signifi-
cant and defers from findings reported from Tanzania,
and Nigeria [15,26].

Side-effects
Drug side-effects such as vomiting, skin rash, pruritus,
blurred vision were documented in a small proportion of
the children (range 0.8% to 11.5%) [15,20]. No serious
adverse effects were reported in the two treatment arms
and this is consistent with findings in other studies from
Tanzania, Mozambique and Ghana [16,22].

Conclusion
Monthly presumptive treatment with SP was more effica-
cious than weekly chloroquine in reducing prevalence of
malaria among children with sickle cell anaemia. Minor

Table 2: Side effects documented in both treatment groups over one month follow up

Symptom Treatment SP
N = 120

Treatment CQ
N = 122

Odd's ratio 95% C1 P Value

Vomiting
Yes
No

8 (6.6%)
112 (93.4%)

14(11.5%)
108(88.5%)

0.55 0.12 - 1.36 0.20

Blurred vision
Yes
No

2 (1.6%)
118(98.4%)

1(0.8%)
121 (99.2%)

1.6 0.08 - 6.2 0.66

Pruritus
Yes
No

2(1.6%)
118(98.4%)

3(1.8%)
119(98.2%)

0.6 0.07 - 4.67 0.32

Skin rash
Yes
No

5 (4.1%)
115 (95.9%)

3 (1.8%)
119 (98.2%)

1.74 0.38-8.921 0.44
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side effects such as pruritus, vomiting, blurred vision and
skin rash were reported in a small proportion of patients
while no serious adverse events wee documented.
Monthly SP should be considered for malaria prophylaxis
in children with sickle cell anaemia. Continued use of
chloroquine for malaria chemoprophylaxis in children
with sickle cell anaemia in Uganda does not seem to be
justified.

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

Authors' contributions
VN, GN, CM, DN and JKT designed the study. VN was
responsible for patient recruitment. GN, DN, CM and JKT
supervised the study. VN, GN and JKT participated in the
data analysis and interpretation of the results.

VN, DN and JKT wrote the paper with major contributions
of the other authors. All authors have seen and approved
the final draft of the manuscript.

References
1. Hendricks RG, Hendricks ED, Matthew DG: Disorders of the

blood in paediatrics in the Tropics.  Blackwell Scientific Publica-
tions, London; 1991:336-72. 

2. Paul D, Bernard J, Geerlings P, Bernard J, Brabin , Teunis A, Eggelete
: Analysis of the effects of malaria chemoprophylaxis in chil-
dren on haematological responses, morbidity and mortality.
Bull World Health Organ 2003, 81:205-216.

3. Graham S, Ndugwa CM: Sickle cell disease in Uganda: a time for
action.  East Afr Med J 2003, 80:384-387.

4. World Health Organization: Prevalence of sickle cell disease WHO,
Geneva; 2005. 

5. Uzogewu PN, Onwurah AE: Prevalence of haemoglobinopathy
and malaria in the old population of Aguata Anambra state
Nigeria.  Biokemistri 2003, 15:57-66.

6. Serjeant G: The geography of sickle cell disease 1994.
7. Meremikwu M: Interventions of sickle cell disease.  B M J 2006,

15:1-3.
8. Jumah A, Nlemadim E, Kaine W: Types of anaemic crises in pae-

ditric patients with sickle cell anaemia seen in Enugu,
Nigeria.  Arch Dis Childhood 2004, 89:572-576.

9. Kagwa- Nyanzi : Causes of death among sickle cell anaemia
patients at Mulago Hospital, Kampala, Uganda.  East Afr Med J
1970, 47:338-343.

10. Warley MA, Hamilton DJS, Marsden PD, Brown RE, Merselis JG,
Wilks N: Chemoprophylaxis of homozygous sicklers with
antimalarials and long acting penicillin.  BMJ 1965, 5453:86-88.

11. Dorsey G, Kamya M, Njama D, Cattamanchi A, Kyabayinze D, Gasa-
sira A, Rosenthal PJ: Sulfadoxine/pyrimethamine alone or amo-
diaquine or artesunate for treatment of uncomplicated
malaria.  Lancet 2002, 360:2031-38.

12. Legros D, Johnson K, Houpiklan P, Makanga M, Kabakyenga JK, Taylor
WR: Clinical efficacy of chloroquine or sulfadoxine -
pyrimethamine in children under five from south- western
Uganda with uncomplicated falciparum malaria.  Trans R Soc
Trop Med Hyg 2004, 96:199-201.

13. Wolde B, Pickering J, Wotton K: Chloroquine chemoprophylaxis
in children during peak transmission period in Ethiopia.  J
Trop Med Hyg 1994, 97:215-218.

14. Kamugisha A: Prevalence and factors associated with aplastic crises in
sickle cell anaemia children at Mulago Hospital Makerere University, Dis-
sertation; 2005. 

15. Schellenberg D, Menendez C, Elizeus Kahigwa Aponte J, Vidal J, Mar-
cel T, Mshinda H, Alonso P: ntermittent treatment for malaria
and anaemia control at the time of routine vaccination in the

Tanzanian infants, randomized, placebo controlled trial.  Lan-
cet 2001, 357:1471-1477.

16. O'Meara WP, Breman JG, Mckenzie FE: The promise and chal-
lenges of intermittent preventive treatment for malaria.
Malar J 2005, 4:1475-2875.

17. Njama-Meya D, Clark TD, Nzarubara B Staedke S, Kamya M: Treat-
ment of malaria restricted to Laboratory confirmed cases: a
prospective cohort in Ugandan children.  Malar J 2007, 6:7.

18. Schellenberg D, Menendez C, Kahigwa E: Intermittent treatment
for malaria and anaemia control at the time of routine vac-
cination in the Tanzanian infants Randomised placebo con-
trolled trial.  Lancet 2001, 57:1471-1477.

19. Dobrovolny CG, White WC, Coaey GR: Chloroquine and chloro-
guanide as suppressants of malaria in Guatemala.  Am J Trop
Med Hyg 1953, 12:808-845.

20. Chandramohan D, Owusu S, Carnerio I, Awine T, Amponsa K, Men-
sah N, Jaffar S, Baiden R, Hodgson A, Binka F, Green Wood B: Clus-
ter randomized trial of intermittent preventive treatment
for malaria in infants in area of high seasonal transmision in
Ghana.  BMJ 2005, 331:727-733.

21. White NJ: Intermittent presumptive treatment for malaria.
PLoS Med 2005, 2:e3.

22. Egan A, Crawley J, Schellenberg D: Intermittent preventive treat-
ment for malaria control in infants moving towards evidence
based policy and public health action.  Trop Med Int Health 2005,
10:815-817.

23. Kamya M, Bakyaita NN, Talisuna AO, Were WM, Staedke SG:
Increasing anti malarial drug resistance in Uganda and revi-
sion of the national drug policy.  Trop Med Int Health 2002,
7:1031-1041.

24. Mirjam S, Wondimagegn P, Isabel B, Maha E, Roewer S, Alano A,
Loscher T, Ulrich B, Mockenhaupt F: High prevalence of drug
resistance mutations in Plasmodium falciparum and P lasmo-
dium vivax in southern Ethiopia.  Malar J 2006, 5:54.

25. Mahamadou A, Thera MA, Paul S, Coulibaly D, Traore K, Garba MN,
Cissoko Y, Kone A, Guindo A, Dicko A, Baevoqui AH, Djimde A,
Lyke KE, Diallo DA, Doumbo OK, Plowe CV: Impact of trimetho-
prim-sulfamethoxazole prophylaxis on falciparum malaria
infection and disease.  J Infect Dis 2005, 192:1823-1829.

26. Felicia U, Ifeoma E: Effects of pyrimethamine versus proguanil
in malarial chemprophyalaxis in children with sickle cell dis-
ease, a randomized placebo controlled pen label study.  urr
Ther Res Clin E 2003, 64:C616-625.
Page 6 of 6
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12764517
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12764517
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16167756
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16167756
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504399
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504399
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504399
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8064943
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8064943
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11377597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11377597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11377597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17239256
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17239256
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17239256
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16195288
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16195288
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16195288
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15696210
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16135186
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16135186
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16135186
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12460394
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12460394
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12460394
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16817953
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16235184
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16235184
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16235184
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Objective
	Methods
	Results
	Conclusion
	Clinical Trials Registration

	Background
	Methods
	Patients
	Design
	Randomization and blinding
	Drug administration
	Follow up and outcomes
	Statistical analysis

	Results
	Trial profile (Figure 
	Treatment outcome
	Proportion of children with malaria
	Malaria-related admissions
	All cause admissions
	Drug side effects


	Discussion
	Children with at least one malaria episode by one month
	Malaria-related admissions
	All cause admissions
	Side-effects

	Conclusion
	Competing interests
	Authors' contributions
	References

