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Abstract

Background

The efficacy of intermittent preventive treatment for malaria with sulfadoxine-pyrimethamine
(IPTp-SP) in pregnancy is threatened in parts of Africa by the emergence and spread of
resistance to SP. Intermittent screening with a rapid diagnostic test (RDT) and treatment of
positive women (ISTp) is an alternative approach.

Methods and Findings

An open, individually randomized, non-inferiority trial of IPTp-SP versus ISTp was con-
ducted in 5,354 primi- or secundigravidae in four West African countries with a low preva-
lence of resistance to SP (The Gambia, Mali, Burkina Faso and Ghana). Women in the
IPTp-SP group received SP on two or three occasions whilst women in the ISTp group were
screened two or three times with a RDT and treated if positive for malaria with artemether-
lumefantrine (AL). ISTp-AL was non-inferior to IPTp-SP in preventing low birth weight
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(LBW), anemia and placental malaria, the primary trial endpoints. The prevalence of LBW
was 15.1% and 15.6% in the IPTp-SP and ISTp-AL groups respectively (OR = 1.03 [95%
ClI: 0.88, 1.22]). The mean hemoglobin concentration at the last clinic attendance before
delivery was 10.97g/dL and 10.94g/dL in the IPTp-SP and ISTp-AL groups respectively
(mean difference: -0.03 g/dL [95% CI: -0.13, +0.06]). Active malaria infection of the placenta
was found in 24.5% and in 24.2% of women in the IPTp-SP and ISTp-AL groups respec-
tively (OR =0.95[95% CI 0.81, 1.12]). More women in the ISTp-AL than in the IPTp-SP
group presented with malaria parasitemia between routine antenatal clinics (310 vs 182 epi-
sodes, rate difference: 49.4 per 1,000 pregnancies [95% CI 30.5, 68.3], but the number of
hospital admissions for malaria was similar in the two groups.

Conclusions

Despite low levels of resistance to SP in the study areas, ISTp-AL performed as well as
IPTp-SP. In the absence of an effective alternative medication to SP for IPTp, ISTp-AL is a
potential alternative to IPTp in areas where SP resistance is high. It may also have a role in
areas where malaria transmission is low and for the prevention of malaria in HIV positive
women receiving cotrimoxazole prophylaxis in whom SP is contraindicated.

Trial Registration

ClinicalTrials.gov NCT01084213
Pan African Clinical trials Registry PACT201202000272122

Introduction

Malaria infection during pregnancy (MIP) is a threat to both the pregnant woman and her
fetus. Currently recommended approaches for the control of MIP are provision of effective
treatment, insecticide treated bednets and intermittent preventive treatment with sulfadoxine-
pyrimethamine (IPTp-SP) given at each antenatal clinic (ANC) attendance after the first tri-
mester [1]. IPTp-SP is effective at preventing maternal anemia and low birthweight (LBW) in
areas where Plasmodium falciparum is susceptible to SP [2-5] but uptake of the intervention is
low in many communities [6] and its efficacy is threatened by the emergence of high level resis-
tance of P. falciparum to SP in some parts of Africa. There is evidence from Malawi, Uganda,
the Democratic Republic of The Congo and Tanzania that IPTp-SP is losing its efficacy in pre-
venting the adverse effects of MIP [7-11] and it has been reported that in an area of north east-
ern Tanzania where P. falciparum strains frequently carry a 581G dhps mutation in addition to
the quintuple dhfr/dhps SP resistance mutations, administration of IPTp-SP increases placental
parasitisation, inflammation in the placenta, fetal anemia and severe malaria in the infant [12-
14]. Mefloquine and the combination of azithromycin and chloroquine have been investigated
as alternatives to SP for IPTp but both were too poorly tolerated to be recommended for this
purpose [15,16]. There are currently no alternative drugs recommended for use in IPTp.

An alternative approach to IPTp-SP is screening women with a rapid diagnostic test (RDT)
during routine antenatal clinic (ANC) attendances and treating those who are positive with an
effective antimalarial combination, an approach termed intermittent screening and treatment
in pregnancy (ISTp). An initial trial of ISTp in Ghana showed that ISTp with artemether lume-
fantrine (ISTp-AL) was not inferior to IPTp-SP in preventing LBW and maternal anemia but
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its impact on placental malaria was not investigated in this study [17]. Here, we describe the
results of a larger, non-inferiority trial undertaken to investigate whether ISTp-AL is non-infe-
rior to IPTp-SP in preventing malaria infection of the placenta as well as being non-inferior in
the prevention of low birth weight (LBW) and anemia.

Methods
Study sites

The study was undertaken at sites in Burkina Faso, Ghana, Mali and The Gambia, where
malaria transmission is moderately high or high and seasonal. Resistance of P. falciparum to
SP is currently low in all four countries [18] (S1 Fig and S1 Table)

Ethics and registration

The trial protocol and amendments were approved by the ethics committees of each of the par-
ticipating African centers and by the ethics committee of the London School of Hygiene &
Tropical Medicine (S2 Table). A Data and Safety Monitoring Board (DSMB) reviewed the
overall conduct of the trial, which was monitored by independent clinical monitors, and
approved the analytical plans.

Trial registration. ClinicalTrials.gov (NCT01084213); Pan African Clinical trials Registry
(PACT201202000272122).

Recruitment procedure and randomization

Community sensitization and training of ANC and project staff preceded the start of the trial.
Primi- or secundigravidae who attended a study ANC between 31* May 2010 and 31°* October
2011 were eligible to join the trial if they were between 16 and 30 weeks of gestation (assessed
by measurement of the symphysis-fundal height), permanent residents of the study area and
attending the ANC clinic for the first time. Exclusion criteria were a severe chronic infection,
including clinical AIDS, known allergy to SP, prior receipt of SP during the pregnancy or an
intention to leave the study area prior to delivery. HIV screening was conducted at first ANC
attendance in accordance with local practice and women who were HIV positive were referred
for further investigation and follow-up and were not recruited into the trial. Informed, written
consent was sought from all women who met the eligibility criteria. Women who consented to
join the trial were randomized using a pre-defined randomization procedure prepared in Stata
version 11 (StataCorp, College Station, Texas) by an independent statistician, employing per-
muted blocks of ten. Clinic staff who recruited women to the study were blind to the results of
the randomization process. The study was open-label but investigators, clinic staff recording
birth weight, laboratory staff and the project statistician were blind to treatment allocation.
Women were provided with a long-lasting insecticide treated bed net (Permanet 2, Wester-
gaard Fransen, Copenhagen) at their first ANC attendance and prescribed daily doses of fer-
rous sulfate (200mg) and folic acid (0.4mg) for the duration of their pregnancy.

Interventions and follow-up procedures

At the initial ANC visit, a blood sample was obtained for preparation of a blood film and filter
paper blood spot and for determination of the hemoglobin (Hb) concentration. Women in the
IPTp-SP arm then received their first treatment with SP (1500mg sulfadoxine/75mg pyrimeth-
amine)(UNICEF, Copenhagen) under direct observation whilst women in the ISTp-AL arm
were screened with a RDT and treated with artemether-lumefantrine (AL)(UNICEF, Copenha-
gen) for three days if positive. The first dose of AL was given under observation but subsequent
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doses were taken at home. A similar procedure was followed at the second and third routine
ANC visits, scheduled to occur at intervals of 4 to 6 weeks depending on the gestational age of
the woman at ANC booking. In three countries, two doses of SP were given whilst in Ghana
three doses were given in line with national guidelines. Women in the IPTp-SP group who had
observed fever and any symptoms suggestive of malaria were screened with an RDT and
treated with AL but not given SP on that occasion. At the fourth ANC visit, scheduled to occur
between 36-40 weeks of gestation, Hb concentration was measured and blood films were
taken. Women in either group who attended an ANC outside a scheduled visit with symptoms
judged by a routine member of the clinic staff to be suggestive of malaria were screened with a
RDT and treated with AL if positive. Adverse events were monitored passively throughout the
study period. Women were encouraged to deliver at a health facility where a peripheral blood
sample was collected. Following delivery, a placental smear and biopsy were obtained and the
birth weight of the baby was measured. Miscarriages, still births, neonatal deaths and congeni-
tal abnormalities were recorded. Women who delivered at home were visited as soon as possi-
ble after delivery and the baby weighed. If birth weight was not recorded within seven days of
delivery, this was not included in the according to protocol (ATP) analysis. Study women and
their babies were visited at home six weeks post partum for clinical assessment.

Laboratory methods

Blood films were read initially by two microscopists; discrepant films were read by a third
microscopist and a consensus result obtained using a standardized algorithm [19] as described
in S1 Text. Supplementary Methods. The First Response P. falciparum HRP2/pLDH RDT (Pre-
mier Medical Corporation Ltd., Mumbai, India) was used at each site throughout the study.
Hemoglobin concentrations were measured using 301 Hemocue analysers (HemoCue,
Anglom, Sweden). The methods used to obtain and process placental biopsies and to record
histological findings are described in the supplement. Blood spots obtained from study women
who were positive for P. falciparum at presentation were tested for mutations associated with
resistance to SP using a pooled sequencing approach described in the supplement [20].

Data management and statistical analysis

TeleForm (Version 10.4.1, Cardiff Software Inc., Vista CA), was used for electronic data cap-
ture. Following verification, scanned information was uploaded to a local database and also to
an anonymized database held at the London School of Hygiene & Tropical Medicine. Further
checks and cleaning were carried out by a central data management team who did not take part
in implementing the study. Three primary outcomes were defined: risk of LBW, maternal Hb
concentration prior to delivery and the prevalence of placental malaria. Sample size was calcu-
lated to give 90% power to exclude a clinically important difference in birth weight between
study groups, as described in the supplement. This resulted in a target sample size of 5000
women (1250 per center). Defining a non-inferiority margin a priori for LBW and placental
malaria (PM) was complicated by the fact the exact risk of these outcomes by center was not
known prior to the start of the trial; the odds ratio (OR) was used as a practical solution to this
problem [21]. For LBW, we specified an OR based on a consensus among the investigators that
a 4% risk difference in the prevalence of LBW would be clinically acceptable if the prevalence
was 20% in the IPTp-SP group i.e. the OR should be less than 1.263 (equating to a risk differ-
ence of 3.25% if the prevalence was 15%, and a 2.3% difference if the prevalence was 10%). For
PM, the margin was specified as a 5% excess of active malaria infection in the ISTp-AL group,
assuming a 25% prevalence of PM in the IPTp group (specified in terms of an OR less than
1.286). The non-inferiority margin for hemoglobin concentration at the final follow-up visit
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before delivery was specified to exclude a reduction of 0.2 g/dL in Hb concentration in the
ISTp-AL group relative to the IPTp group.

Two analysis plans were prepared covering clinical and laboratory findings respectively (54
and S5 Texts) and both were approved by the DSMB which allowed the clinical findings to be
reviewed before all blood films and histological slides had been read. Stata version 13 (Stata-
Corp, College Station, Texas) was used for all analyses. Both according to protocol (ATP) and
modified intention to treat (ITT) analyses were performed in concordance with the CONSORT
guidelines for non-inferiority trials [22]. All women who had been randomized and contrib-
uted information on the outcome under consideration were included in the ITT analysis,
except that multiple births, still births and miscarriages were excluded from the analyses of
birth weight. Inclusion in the ATP analysis required that a woman had either received SP or
been tested with an RDT on at least two occasions and contributed information on the end-
point under consideration. For the primary outcomes, non-inferiority was formally investi-
gated by calculating the OR (for risk of LBW and placental malaria), or the difference in means
(for Hb concentration and birth weight), with adjustment for study centre as a covariate. Two-
sided 90, 95 and 99 per cent confidence intervals were calculated and compared to the pre-
specified non-inferiority margins (details are provided in the supplement). One-sided p-values
were used to assess evidence against the null hypothesis that ISTp-AL is inferior by the pre-
specified margin [23]. For secondary outcomes, 95% confidence intervals for differences
between groups were calculated but non-inferiority margins for these outcomes were not speci-
fied a priori. Rate differences for incidence of illness episodes were calculated using the method
of Xu et al [24].

The protocol, amendments and analyses plans are provided in the supplementary materials
(S2, S3, S4 and S5 Texts).

Results

Study population

The overall trial profile is shown in Fig 1 and profiles by center in S2, S3, S4 and S5 Figs; 6591
primi- or secundigravidae were screened for eligibility, 5354 of whom (81%) were enrolled and
randomly assigned to one of the two intervention groups. Baseline characteristics were well
matched overall (Table 1) and by center (S3 Table). Based on symphysis-fundal height, women
were enrolled at a mean of 20.6 weeks of gestation (median 20 weeks) of gestation; 97.5% of
women were enrolled before 28 weeks of gestation. Fifty-two percent of women in the ISTp-AL
group tested positive with an RDT and were treated with AL at some stage of their pregnancy,
35.6% once, 12.7% twice and 3.4% more than twice. The number of women who delivered at
home was similar in the two groups (7.43% and 8.82% in the IPTp-SP and ISTp-AL groups
respectively). Placental samples were obtained from 91.7% of the 4591 women who delivered
in a health centre. Women included in the ATP population for estimation of birth weight were
generally similar to those not included (S4 Table).

Birth weight

Birth weight was measured within 7 days of delivery for 4,659 of the 5,354 women enrolled
(87%), 4,391 of whom were included in the ATP analysis. Risk of LBW was 15.1% and 15.6%
in the IPTp-SP and ISTp-AL groups respectively (Table 2). Unadjusted and adjusted ORs for
LBW in the ATP population were 1.03 (95% CI: 0.88, 1.22), and 1.03 (0.87, 1.22) respectively
(Fig 2) (S5 Table). The ORs for the 4738 women included in the ITT analysis were very similar:
1.05 (95%CI: 0.90, 1.23) (S5 Table). The 95% confidence intervals for these ORs all exclude the
pre-specified non-inferiority margin of 1.263, with one-sided p-values assessing the null
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Fig 1. CONSORT Flow Diagram. Footnote: LTFU—Lost to follow-up. " two of these 3 deaths occurred on the day of delivery. $ missed subsequent visit but
remained in follow up. * numbers shown at post-partum include 8 and 9 women in IPTp-SP and ISTp-AL groups respectively who were not seen at delivery
but who remained in follow-up.

doi:10.1371/journal.pone.0132247.g001

hypothesis of inferiority of <0.01. Analysis by country showed a similar pattern of non-inferi-
ority in prevention of LBW (S6 Table).

Mean birth weight was 2,866 g (SD 418 g) and 2,838 g (SD 438 g) in the IPTp-SP and ISTp-
AL groups respectively. The distribution of birth weights was very similar between the inter-
vention groups both overall (Fig 3) and by country (S6 Fig). The mean differences in birth
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Table 1. Baseline characteristics of the study participants.

Age group

Gravidity

Education

Religion

Marital Status

Slept under treated net last night

IRS in sleeping room
in last 6 months
Malaria parasitemia

Hemoglobin at first visit

IPTp-SP ISTp-AL Total
Mean (SD) 20.4 (8.21) 20.4 (3.43) 20.4 (3.32)
Median (IQR) 20 (18, 22) 20 (18, 22) 20 (18, 22)
No. % No. % No. %
primi- 1450 54.4 1476 55.4 2926 54.9
secundi- 1214 45.6 1189 44.6 2403 451
None 1213 45.6 1210 45.7 2423 45.6
Basic 1104 41.5 1065 40.2 2169 40.8
Secondary 304 11.4 337 12.7 641 12.1
Tertiary 42 1.58 36 1.36 78 1.47
Christian 752 28.2 777 29.3 1529 28.8
Islam 1849 69.3 1823 68.7 3672 69.0
Traditional 41 1.54 31 117 72 1.35
none/other 25 0.94 21 0.79 46 0.86
Married 2433 91.4 2408 90.9 4841 91.2
Not married 228 8.57 242 9.13 470 8.85
yes 1555 58.8 1544 58.8 3099 58.8
no 1090 41.2 1084 41.3 2174 41.2
yes 135 5.38 123 4.95 258 5.17
no 2373 94.6 2364 95.1 4737 94.8
Positive (by microscopy) 808/2609 30.97 807/2628 30.71 1615/5237 30.84
Geometric mean density 1345.9 1297.8 1321.6

(95% Cl) (1222.9, 1481.2) (1179.0, 1428.6) (1235.0, 1414.2)
<5 5 0.19 4 0.15 9 0.17
5-7.99 167 6.24 174 6.51 341 6.38
8-10.99 1566 58.5 1546 57.9 3112 58.2
11+ 937 35.0 947 35.5 1884 35.2
Mean (SD) 10.31 (1.51) 10.34 (1.55) 10.32 (1.53)

Cl; Confidence interval; IRS, indoor residual spraying of insecticide; IQR, inter-quartile range; SD, standard deviation.

doi:10.1371/journal.pone.0132247.1001

weight between study groups (ISTp-AL—IPTp-SP) were: unadjusted ATP, -26.6 g (95% CI:
-51.8, -1.5); adjusted ATP, -26.0 g (95% CI: -51.1, -0.9); ITT, -27.7 g (95% CI: -52.8, -2.6). The
two sided 95% confidence interval (equivalent to a one-sided 97.5% CI) overlaps the noninfer-
iority margin for both the ATP and adjusted ATP analyses. However, the two-sided 90% CI
(equivalent to a one-sided 95% CI) excluded the non-inferiority margin of 50g in all three sets
of analyses (Fig 2). One-sided p-values, indicating moderate evidence against the null hypothe-
sis of inferiority were 0.034, 0.031 and 0.041 for ATP, adjusted ATP and ITT analyses respec-
tively. The difference in mean birth weight between IPTp-SP and ISTp-AL groups in Ghana,
where IPTp-SP and ISTp-AL were both delivered on three occasions, was very small and simi-
lar to that seen in other countries (S7 Fig).

Hemoglobin concentration

Mean Hb concentration at the last clinic attendance before delivery was 10.97 g/dL (SD 1.35 g/
dL) and 10.94 g/L (SD 1.38 g/dL) in women in the IPTp-SP or ISTp-AL groups respectively.
The distribution of Hb concentrations was very similar in the two groups overall (Fig 3) and at

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 7/17



@'PLOS ‘ ONE

Screening and Treatment for Malaria in Pregnancy

Table 2. Risk of low birth weight and anemia by intervention group.

Number of women

Low birth weight

No. Low birth weight

% low birth weight

Odds Ratio (95% ClI)

Anemia

Number assessed at fourth visit
No. with Hb < 11 g/dL

% Hb<11g/dL

Odds Ratio (95% ClI)

No. with Hb <8 g/ dL

% Hb<8g/dL

Odds Ratio (95% ClI)

Number assessed at delivery
No. with Hb <11 g/dL

% Hb<11g/dL

Odds Ratio (95% ClI)

No. with Hb <8 g/ dL

% Hb<8g/dL

Odds Ratio (95% CI)

Burkina
IPTp-SP  ISTp-AL
599 613
108 108
17.9 17.5

0.98 (0.73, 1.32)

506 546
246 270
486 49.5
1.03 (0.81, 1.32)
10 13
1.98 2.38
1.21 (0.53, 2.78)
490 523
177 203
36.1 38.8
1.12 (0.87, 1.45)
7 11
1.43 2.10

1.48 (0.57, 3.86)

Gambia
IPTp-SP  ISTp-AL
484 461
72 60
14.9 18.0

0.86 (0.59, 1.24)

324 318
202 179
62.4 56.3
0.78 (0.57, 1.07)
13 14
4.01 4.40
1.10 (0.51, 2.38)
280 272
116 120
41.4 44.1
1.12 (0.80, 1.56)
4 8
1.43 2.94

2.09 (0.62, 7.03)

Ghana
IPTp-SP  ISTp-AL
524 552
86 97
16.4 17.4

1.08 (0.79, 1.49)

256 272
135 149
52.7 54.8
1.09 (0.77, 1.53)
2 5
0.78 1.84
2.38 (0.46, 12.4)
217 239
91 100
41.9 41.8
1.00 (0.69, 1.45)
0 1
0 0.42

Mali
IPTp-SP  ISTp-AL
564 573
64 79
11.4 138

1.25 (0.88, 1.78)

448 464
176 205
39.3 442
1.22 (0.94, 1.59)
1 5
0.22 1.08
4.87 (0.57, 41.8)
437 450
95 112
21.7 24.9
1.19 (0.87, 1.63)
2 1
0.46 0.22

0.48 (0.044, 5.36)

Overall
IPTp-SP  ISTp-AL
2183 2208
330 344
151 15.6

1.03 (0.88, 1.22)

1534 1600
759 803
495 50.2
1.03 (0.90, 1.19)
26 37
1.69 2.31
1.39 (0.84, 2.32)
2170 2220
801 863
36.9 38.9
1.11 (0.95, 1.30)
33 41
1.52 1.85

1.58 (0.79, 3.18)

Cl; Confidence interval. Numbers shown are for the according to protocol (ATP) population. The odds ratio is given as the measure of effect because the
non-inferiority margin for the OR (1.263 for low birth weight) can be defined independently of the underlying prevalence. The pooled estimate of the odds
ratio is also not affected by changes in prevalence in the different sites as the risk difference or risk ratio would be. Outcomes for low birth weight split by

gravidity are given in S5 Table.

doi:10.1371/journal.pone.0132247.t002

each site (S8 Fig). The 95% confidence intervals for the mean difference in Hb concentrations
for both unadjusted and adjusted ATP, and ITT analyses excluded the non-inferiority margin
of -0.2g/dL: unadjusted ATP, -0.03g/dL (95% CI: -0.13, 0.06); adjusted ATP, -0.01g/dL (95%
CI: -0.11, 0.08); ITT, -0.02g/dL (95% CI: -0.11, 0.07). The 99% confidence intervals also
excluded this non-inferiority margin (Fig 2). The prevalence of anemia (Hb < 11.0 g/dL) and
severe anemia (Hb < 5 g/dL) at the final follow-up visit before delivery and at delivery were
similar in each study group (Table 2), with the confidence interval for the OR overlapping one

in all cases.

Placental malaria

Interpretable placental biopsy specimens were obtained from 71.6% and 70.6% of women in
the IPTp-SP or ISTp-AL groups respectively. The characteristics of women from whom a pla-
cental sample was obtained and of those from whom it was not because they had delivered at
home were very similar (S7 Table). The prevalence of active malaria infection of the placenta
was very similar in the IPTp-SP and ISTp-AL groups overall: 24.5% and 24.2% respectively
(OR0.95 [95% CI 0.81, 1.12]) (Table 3). ISTp-AL was thus non-inferior to IPTp-SP in prevent-
ing active placental malaria in all analyses and at all levels of confidence (Fig 2). Acute infec-
tions were slightly more frequent in the IPTp-SP group than in the ISTp-AL group whilst the
opposite trend was observed for chronic infections but neither of these differences was
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Fig 2. Non-inferiority plots for primary outcomes and mean birth weight. The figures show two-sided 90%, 95% and 99% confidence intervals (largest
to smallest vertical bars, respectively), equivalent to one-sided 95%, 97.5% and 99.5% confidence intervals. The dashed blue vertical line indicates the non-
inferiority margin. ATP, according to protocol population (adjusted for site); adjusted, ATP population adjusted for site, gravidity, age group, gestational age,
ITN use and socio-economic status; ITT, intention to treat, (adjusted for site). Numbers included in the analyses and numeric values of the estimates are
provided in the supplement (S4 Table).

doi:10.1371/journal.pone.0132247.9002

statistically significant (Table 3). Moderate or abundant pigment in fibrin was observed more
frequently in samples from women in the ISTp-AL than in the IPTp-SP group (Table 3) but
differences between groups were small (P = 0.076). Intervillous inflammation of varying
degrees of severity was seen in a similar proportion of samples from women in each group. Pla-
cental blood smears were positive in 128/1,815 (7.05%) of women in the IPTp-SP group and in
157/1,858 (8.45%) of women in the ISTp-AL group (OR 1.22 [95% CI: 0.95, 1.55], p = 0.11).
Although the prevalence of malaria infection of the placenta varied by country, results obtained
in the IPTp-SP and ISTp-AL groups were similar in each country (S8 Table) and by gravidity
(S9 Table).

Secondary outcomes

Unscheduled clinic visits between routine ANC contacts were more frequent among women in
the ISTp-AL group (1204 visits) than in those in the IPTp-SP group (988 visits) (p = 0.001).
Common complaints were headache (50.3% of visits), fever (32.1%), abdominal pain (27.1%)
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Fig 3. Distribution of birth weight (A) and hemoglobin concentration (B) at fourth ANC visit by
intervention group. Birth weight distributions were estimated using data from 2183 women in the IPTp-SP
group and from 2208 women in the ISTp-AL group. Hemoglobin distributions utilise data from 1534 women in
the IPTp-SP group and from 1600 women in the ISTp-AL group.

doi:10.1371/journal.pone.0132247.g003

and waist pain (14.6%); headache and chills were reported more frequently by women in the
ISTp-AL than in those in the IPTp-SP group. A RDT was done due to suspicion that a woman
might have malaria more frequently in the ISTp-AL group (977 occasions) than in the IPTp-
SP group (680 occasions) and the test was positive on 439 (44.9%) and 235 (34.6%) occasions
respectively. The incidence at unscheduled visits of malaria parasitemia, confirmed by micros-
copy, in the two groups was 124.9 (95% CI 111.4, 139.7) and 75.2 (95% CI: 64.7, 87.0) per 1000
pregnancies, a rate difference 49.4 per 1000 pregnancies (95% CI 30.5, 68.3)(p<0.001). Geo-
metric mean parasite density was similar in the IPTp-SP and ISTp-AL groups (9741.6 and
11302.0/pl per pl respectively) (p = 0.459). Nearly all malaria infections were mild (95.2% and
93.4% and in the ISTp-AL and IPTp-SP groups respectively). Only 22 women with a positive
blood slide were admitted to hospital, 13 in the ISTp-AL and 9 in the IPTp-SP groups
respectively.
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Table 3. Prevalence of placental malaria by study group.

IPTp ISTp-AL

N % N % Odds ratio (95% ClI)
Placental histology N =1672 N = 1690
Active infection (acute or chronic)’ 409 24.5 409 242 0.95 (0.81, 1.12)
Infection type N =1672 N = 1689
Acute infections 207 124 177 10.5 0.81 (0.65, 1.00)
Chronic infections 202 12.1 231 13.7 1.13 (0.91, 1.39)
Placental blood smear N =1815 N = 1858
Negative 1687 93.0 1701 91.6
Positive 128 7.05 157 8.45 1.22 (0.95, 1.55)
Intervillous inflammation N = 1685 N = 1704
<5 per high powered field 1449 86.0 1432 84.0 0.87 (0.72, 1.05)
5-10 186 11.0 214 12.6 1.15 (0.93, 1.42)
10-25 38 2.26 38 2.23 0.96 (0.61, 1.52)
>25 12 0.71 20 1.17 1.62 (0.79, 3.32)
Among those without active infection
Pigment in fibrin? N = 1262 N = 1276
None 441 34.9 387 30.3 0.82 (0.68, 0.99)
Mild 365 28.9 379 29.7 1.02 (0.86, 1.22)
Moderate 447 35.4 498 39.0 1.15 (0.96, 1.37)
Abundant 9 0.71 12 0.94 1.29 (0.54, 3.09)
Pigment in macrophages? N = 1259 N =1277
None 1096 87.1 1045 81.8 0.68 (0.54, 0.85)
Mild 42 3.34 59 4.62 1.37 (0.91, 2.06)
Moderate 114 9.05 163 12.8 1.44 (1.11,1.87)
Abundant 7 0.56 10 0.78 1.38 (0.52, 3.64)
Pigment in fibrin and macrophages® N = 1260 N =1277
None 1098 87.1 1046 81.9 0.68 (0.54, 0.85)
Mild 41 3.25 58 4.54 1.38 (0.92, 2.08)
Moderate 114 9.05 163 12.8 1.44 (1.11, 1.87)
Abundant 7 0.56 10 0.78 1.38 (0.52, 3.64)

Numbers shown for the according to protocol (ATP) population.

1 Co-primary outcome for study. Odds ratios are adjusted for site, Acute infection: Infected maternal erythrocytes and no or minimal pigment. Chronic
infection: Infected maternal erythrocytes and moderate or abundant pigment.

2 Data for presence of pigment are shown only for children without active malaria infection. Numbers available for each analysis are shown, as complete
information on malaria infection, inflammation and pigment in different locations was not available for all samples: seven women were missing data on
pigment in fibrin, 28 on pigment in macrophages, and six on inflammation.

doi:10.1371/journal.pone.0132247.t003

The prevalence of malaria parasitemia in the IPTp-SP and ISTp-AL groups was very similar
at the final ANC visit (89/1487 [5.99%] vs 106/1569 [6.76%]), at delivery (171/2030 [8.42%] vs
206/2104 [9.79%]) and post-partum (135/2065 [6.54%] vs 137/2110 [6.49%]) giving ORs of
1.13 (95% CI: 0.84, 1.52), 1.18 (95% CI 0.95, 1.47) and 0.98 (95% CI 0.77, 1.26), respectively.
Geometric mean parasite densities/pl in the IPTp-SP and ISTp-AL groups were also similar at
each of these contacts: 1303.4 vs. 1872.6, p = 0.161; 2750.5 vs. 3398.5, p = 0.359 and 380.4 vs.
524.5, p = 0.091 at final ANC, delivery and post-partum, respectively.

Parasites obtained at enrolment were genotyped for markers of SP resistance. The dhps
K540E mutation, which predicts the dhfr-dhps quintuple mutant haplotype that confers a high
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Table 4. Adverse birth outcomes and deaths.

IPTp IST Odds Ratio (95% ClI)

Adverse birth outcomes No. % No. %

Congenital abnormality’ 15 0.60 18 0.72 1.20 (0.60, 2.39)
Small for gestational age 392 232 432 25.3 1.12(0.95, 1.31)
Miscarriage 15 0.60 18 0.72 1.19 (0.60, 2.37)
Preterm birth 173 7.05 177 7.20 1.04 (0.83, 1.29)
Stillbirths 76 3.06 84 3.39 1.12 (0.82, 1.53)
Deaths

Perinatal death 115 4.62 122 4.92 1.07 (0.82, 1.39)
Maternal death 5 0.19 1 0.04 0.20 (0.02, 1.71)

Cl; Confidence interval.
1 Details of the congenital abnormalities are given in the supplement, S10 Table. Small for gestational age was defined as birth weight less than the 10th
centile of the nomogram defined by Landis et al.[28]

doi:10.1371/journal.pone.0132247.t004

risk of SP failure, [25] was absent in Burkina Faso, Ghana, Gambia, and San, Mali, and present
at < 1% in Kita, Mali (S10 Table). Each site harbored moderate frequencies of dhfr mutations,
but neither the dhfr 1164L nor dhps A581G mutations were detected. These findings are sup-
ported by a parallel study in two of the study sites (Burkina Faso and Mali) which showed a
high level of clinical efficacy of SP in asymptomatic, pregnant women [26].

Six women died during the study, five in the IPTp-SP group and one in the ISTp-AL group.
Deaths in the IPTp-SP group were attributed to postpartum haemorrhage (2), severe malarial
anemia (1), septicemia (1) and eclampsia (1). The only death in the ISTp-AL group was attrib-
uted to placenta praevia. The number of miscarriages, pre-term births, still births, babies small
for gestational age and perinatal deaths were similar in each intervention group (Table 4).
Thirty-three congenital abnormalities were detected, 15 in the IPTp-SP group and 18 in the
ISTp-AL group (S11 Table).

No drug related serious adverse event was recorded. Women in the IPTp-SP complained of
dizziness, sleeplessness, weakness, nausea and vomiting since their last ANC visit more fre-
quently than women in the ISTp-AL group and associated this with taking SP.

Discussion

Intermittent screening and treatment was non-inferior to IPTp-SP in preventing LBW, mater-
nal anemia and placental malaria, the primary trial end-points, in four countries where P. fal-
ciparum is still sensitive to SP and IPTp-SP is still likely to be highly effective. However, the
incidence of clinic visits between routine ANC attendances with symptoms accompanied by
malaria parasitemia was higher in women in the ISTp-AL than in the IPTp-SP group. Nearly
all these infections were mild, with very few hospital admissions in either group, but the signifi-
cance of this finding needs further evaluation.

Strengths of this trial are that it was large and powered to exclude a modest difference in
LBW, anemia or placental malaria and that similar findings were recorded at each site, which
differed in their intensity of malaria transmission, strengthening the general application of the
study’s findings. Limitations of the study include lack of a complete set of observations for all
women, although completeness was similar between intervention groups. At the time at which
this study was conducted, the WHO recommended that pregnant women should receive at
least two treatments with SP during pregnancy and, in three of the study countries (Burkina
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Faso, Mali and The Gambia), national practice was to give only two doses. In these countries
some women in the ISTp-AL group were screened for malaria during a third routine ANC visit
whilst, following national policy, those in the IPTp-SP group did not receive a third dose of
IPTp-SP. However, in Ghana, where SP administration and RDT screening were each con-
ducted on three occasions, similar results were obtained to those at the other sites. This sug-
gests that this limitation has not affected the overall results of the trial.

It is possible that RDT's were used more readily in women from the ISTp-AL than in those
from the IPTp-SP group who presented between routine clinics, although we have no evidence
that this was the case. If this was so, this could have contributed to the higher frequency with
which parasitaemia was detected at unscheduled visits among women in the ISTp-AL group.
Testing more women between routine visits might also benefit the outcomes of pregnancy if it
resulted in additional infections being detected. The potential impact of introducing ISTp on
overall practice in the antenatal clinic is an important issue and one which is currently being
investigated.

Intermittent screening and treatment was well accepted by pregnant women and clinic staff,
as noted previously [27]. However, ISTp, whether with AL or other regimens, is likely to be
more costly than IPTp-SP because the cost of an RDT is higher than the cost of a treatment
with SP, and more complex to administer. These drawbacks need to be balanced against the
non-financial benefits achieved from sparing a large number of women unnecessary adminis-
tration of a drug during pregnancy and the mild side effects associated with taking SP. Detailed
information on the costs, cost-effectiveness and acceptability of ISTp-AL during this trial will
be reported subsequently.

Under what conditions might ISTp prove to be a valuable approach to the control of malaria
in pregnancy? Firstly, there are currently no grounds to suggest that it should replace IPTp-SP
in areas where P. falciparum remains sensitive to SP and every effort needs to be made to
increase coverage with IPTp-SP in such areas. However, in areas of eastern and southern Africa
where P. falciparum has become highly resistant to SP, ISTp-AL may be superior to IPTp-SP;
this is being investigated in on-going trials in Kenya and Malawi. This study has shown that
ISTp-AL is a potential future option for control of malaria in pregnancy in West Africa if resis-
tance to SP continues to increase in this part of the continent, as seems likely. Secondly, the
level of malaria transmission below which IPTp-SP is no longer useful is not known and, con-
sequently, there is a reluctance to stop IPTp-SP in low transmission settings without an alterna-
tive. In such situations, both within and outside sub-Saharan Africa, ISTp-AL could be an
effective alternative until malaria is no longer a significant threat. In addition, routine screening
at ANC clinics would provide valuable, local information on changes in the prevalence of
malaria associated with environmental changes or control activities. A third potential use of
ISTp-AL is in HIV infected pregnant women receiving cotrimoxazole prophylaxis, in whom
IPTp-SP is contraindicated. Finally, ISTp-AL could be used in the first trimester of pregnancy
when IPTp-SP is not recommended. The results of this trial show that ISTp-AL is a potentially
valuable approach to the control of malaria in pregnancy in some circumstances but more
research is needed to determine its place among the limited number of options available to con-
trol malaria in pregnancy.

Supporting Information

S1 Fig. Map of West Africa showing location of the study centres.
(DOCX)

$2 Fig. Consort charts by centre—Burkina Faso.
(DOCX)

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 13/17


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s001
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s002

@'PLOS ‘ ONE

Screening and Treatment for Malaria in Pregnancy

S3 Fig. Consort charts by centre—The Gambia.
(DOCX)

$4 Fig. Consort charts by centre—Ghana.
(DOCX)

S5 Fig. Consort charts by centre—Mali.
(DOCX)

S6 Fig. Distribution curves for birth weight by centre.
(DOCX)

S7 Fig. Non-inferiority plots for Ghana and the other 3 sites combined.
(DOCX)

S8 Fig. Distribution of haemoglobin concentration at fourth ANC visit by centre.
(DOCX)

S1 Table. Characteristics of the study sites.
(DOCX)

$2 Table. Ethical approval.
(DOCX)

S3 Table. Baseline characteristics of study participants by study centre.
(DOCX)

S$4 Table. Comparison of baseline characteristics for women.
(DOCX)

S5 Table. Point estimates and confidence intervals for the primary outcomes.
(DOCX)

S6 Table. Risk of low birth weight by intervention group, gravidity and country.
(DOCX)

S7 Table. Characteristics of women with or without a placental histology sample.
(DOCX)

S8 Table. Placental malaria findings by intervention group and country.
(DOCX)

S9 Table. Placental malaria findings by intervention group and gravidity.
(DOCX)

$10 Table. Relative frequencies of molecular markers of SP resistance.
(DOCX)

S11 Table. Details of congenital abnormalities by study group.
(DOCX)

S1 Text. Supplementary Methods.
(DOCX)

S2 Text. Trial Protocol.
(DOCX)

S$3 Text. Amendments to Trial Protocol.
(DOCX)

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 14/17


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s003
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s004
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s005
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s006
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s007
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s008
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s009
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s010
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s011
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s012
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s013
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s014
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s015
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s016
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s017
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s018
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s019
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s020
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s021
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s022

@’PLOS ‘ ONE

Screening and Treatment for Malaria in Pregnancy

S4 Text. Analysis Plan-Clinical Findings.
(DOCX)

S5 Text. Analysis Plan- Laboratory Findings.
(DOCX)

$6 Text. CONSORT Extension for Non-inferiority and Equivalence Trials Checklist.
(DOCX)

Acknowledgments

We thank the many field, laboratory and data management staff at each of the trial sites who
contributed to the successful conduct of this trial and the Ministries of Health which supported
the study. We thank Manuela Claite for her administrative support for the trial. We also thank
members of the Data Safety and Monitoring Board (Prof GAT Targett [chair]; Dr GA Quan-
sah-Asare, Prof F Little, Prof O Nyan, Dr C Ouedraogo and Prof S Sow). Raouf Osseni and
Adama Gansane were the trial’s clinical monitors. High quality placental histology slides were
prepared by the staff of the Department of Pathology, Korle Bu Hospital, Accra, Ghana whose
support we acknowledge.

The study was funded by the European Developing Country Clinical Trials Programme
(grant number IP.2007.31080.003) and by the Malaria in Pregnancy Consortium which is
funded through a grant from the Bill & Melinda Gates Foundation to the Liverpool School of
Tropical Medicine. MC is supported by a fellowship jointly funded the UK Medical Research
Council (MRC) and the UK Department for International Development (DFID) under the
MRC/DFID Concordat agreement.

The proposal and subsequent amendments were approved by the ethics committees listed
below:

Burkina Faso: Comité national d’ethique pour la recherché en santé (CNERS) Ministere de
la Santé, BP 7009, Ouagadougou 03, Burkina Faso.

Ghana: Ethics committee of the Ghana Health Service Committee Research & Development
Division, Ghana Health Science, P O Box 190,Accra, Ghana.

Navrongo Health Research Centre Institutional Review Board, Navrongo Health Research
Centre, P. O. Box 114, Navrongo, Ghana.

Mali: Ethics committee of the Ministere de ’Enseignement Superieur et de la Recherche
Scientifique Universite de Bamako-BP 1805- Bamako, Mali.

The Gambia: The Gambia Government /MRC laboratories Joint Ethics Committee, C/O
MRC Laboratories, Fajara, PO Box 273 Banjul, The Gambia.

UK: The ethics committee of the London School of Hygiene & Tropical Medicine, Keppel
St. London WC1 7HT, UK.

Patient records/information was anonymized and de-identified prior to analysis.

Informed consent was given by participants for their clinical records to be used in this
study.

Author Contributions

Conceived and designed the experiments: HT SC P. Magnussen FtK DC BG P. Milligan KK
OD KB JW AH AO. Performed the experiments: HT SC ED RB AS MD KK EG IA FA KM SQ
JW EN JO ST SM AW TA MC P. Milligan. Analyzed the data: MC HT FtK BG P. Milligan.
Wrote the paper: HT SC P. Magnussen FtK DC BG P. Milligan KK OD KB JW AH AO ED RB
AS MD EGIA FA KM SQ FN JO ST SM AW TA MC.

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 15/17


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s023
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s024
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0132247.s025

@’PLOS ‘ ONE

Screening and Treatment for Malaria in Pregnancy

References

1.

10.

11.

12

13.

14.

15.

16.

17.

World Health Organisation. Updated WHO policy recommendation: intermittent preventive treatment of
malaria in pregnancy using sulfadoxine-pyrimethamine (IPTp-SP). Geneva: World Health Organisa-
tion; 2012.

Eisele TP, Larsen DA, Anglewicz PA, Keating J, Yukich J, Bennett A, et al. Malaria prevention in preg-
nancy, birthweight, and neonatal mortality: a meta-analysis of 32 national cross-sectional datasets in
Africa. Lancet Infect Dis 2012; 12: 942—-949. doi: 10.1016/S1473-3099(12)70222-0 PMID: 22995852

McClure EM, Goldenberg RL, Dent AE, Meshnick SR. A systematic review of the impact of malaria pre-
vention in pregnancy on low birth weight and maternal anemia. Int J Gynaecol Obstet. 2013; 121: 103—
109. doi: 10.1016/}.ijgo.2012.12.014 PMID: 23490427

ter Kuile FO, van Eijk AM, Filler SJ. Effect of sulfadoxine-pyrimethamine resistance on the efficacy of
intermittent preventive therapy for malaria control during pregnancy: a systematic review. JAMA 2007;
297:2603-2616. PMID: 17579229

Kayentao K, Garner P, van Eijk AM, Naidoo |, Roper C, Mulokozi A, et al. Intermittent preventive ther-
apy for malaria during pregnancy using 2 vs 3 or more doses of sulfadoxine-pyrimethamine and risk of
low birth weight in Africa: systematic review and meta-analysis. JAMA 2013; 309: 594-604. doi: 10.
1001/jama.2012.216231 PMID: 23403684

van Eijk AM, Hill J, Larsen DA, Webster J, Steketee RW, Eisele TP, et al. Coverage of intermittent pre-
ventive treatment and insecticide-treated nets for the control of malaria during pregnancy in sub-Saha-
ran Africa: a synthesis and meta-analysis of national survey data, 2009—11. Lancet Infect Dis 2013; 13:
1029-1042. doi: 10.1016/S1473-3099(13)70199-3 PMID: 24054085

Gutman J, Mwandama D, Wiegand RE, Ali D, Mathanga DP, Skarbinski J. Effectiveness of intermittent
preventive treatment with sulfadoxine-pyrimethamine during pregnancy on maternal and birth out-
comes in Machinga district, Malawi. J Infect Dis 2013; 208: 907—916. doi: 10.1093/infdis/jit276 PMID:
23801600

Sridaran S, McClintock SK, Syphard LM, Herman KM, Barnwell JW, Udhayakumar V. Anti-folate drug
resistance in Africa: meta-analysis of reported dihydrofolate reductase (dhfr) and dihydropteroate
synthase (dhps) mutant genotype frequencies in African Plasmodium falciparum parasite populations.
Malar J 2010; 9: 247. doi: 10.1186/1475-2875-9-247 PMID: 20799995

Arinaitwe E, Ades V, Walakira A, Ninsiima B, Mugagga O, Patil TS, et al. Intermittent preventive therapy
with sulfadoxine-pyrimethamine for malaria in pregnancy: a cross-sectional study from Tororo, Uganda.
PLoS One 2013; 8: €73073. doi: 10.1371/journal.pone.0073073 PMID: 24023811

Likwela JL, D'Alessandro U, Lokwa BL, Meuris S, Dramaix MW. Sulfadoxine-pyrimethamine resistance
and intermittent preventive treatment during pregnancy: a retrospective analysis of birth weight data in
the Democratic Republic of Congo (DRC). Trop Med Int Health 2012; 17: 322—-329. doi: 10.1111/].
1365-3156.2011.02935.x PMID: 22212628

Minja DT, Schmiegelow C, Mmbando B, Bostréoms S, Oesterholt M, Magistrado, et al. Plasmodium fal-
ciparum mutant haplotype infection during pregnancy associated with reduced birthweight, Tanzania.
Emerg Infect Dis 2013; 19: http://dx.doi.org/10.3201/eid1909.130133.

Harrington WE, Morrison R, Fried M, Duffy PE. Intermittent preventive treatment in pregnant women is
associated with increased risk of severe malaria in their offspring. PLoS One 2013; 8: €56183. doi: 10.
1371/journal.pone.0056183 PMID: 23451036

Harrington WE, Mutabingwa TK, Kabyemela E, Fried M, Duffy PE. Intermittent treatment to prevent
pregnancy malaria does not confer benefit in an area of widespread drug resistance. Clin Infect Dis
2011; 53: 224-230. doi: 10.1093/cid/cir376 PMID: 21765070

Harrington WE, Mutabingwa TK, Muehlenbachs A, Sorensen B, Bolla MC, Fried M, et al. Competitive
facilitation of drug-resistant Plasmodium falciparum malaria parasites in pregnant women who receive
preventive treatment. Proc Natl Acad Sci U S A 2009; 106: 9027-9032. doi: 10.1073/pnas.0901415106
PMID: 19451638

Clinicaltrials.gov. NCT01103063 - Evaluate Azithromycin Plus Chloroquine And Sulfadoxine Plus Pyri-
methamine Combinations For Intermittent Preventive Treatment Of Falciparum Malaria Infection In
Pregnant Women In Africa. 2014. Available: http://www.clinicaltrials.gov/ct2/show/NCT01103063?
term=NCT01103063&rank=1. Accessed 2014 April 1.

Gonzélez R, Mombo-Ngoma G, Ouédraogo S, Kakolwa MA, Abdulla S, Accrombessi M, et al. Intermit-
tent preventive treatment of malaria in pregnancy with mefloquine in HIV-negative women: a multicen-
tre randomized controlled trial. PLoS Med 2014; 11: e1001733. doi: 10.1371/journal.pmed.1001733
PMID: 25247709

Tagbor H, Bruce J, Agbo M, Greenwood B, Chandramohan D. Intermittent screening and treatment ver-
sus intermittent preventive treatment of malaria in pregnancy: a randomised controlled non-inferiority
trial. PLoS One 2010; 5: e14425. doi: 10.1371/journal.pone.0014425 PMID: 21203389

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 16/17


http://dx.doi.org/10.1016/S1473-3099(12)70222-0
http://www.ncbi.nlm.nih.gov/pubmed/22995852
http://dx.doi.org/10.1016/j.ijgo.2012.12.014
http://www.ncbi.nlm.nih.gov/pubmed/23490427
http://www.ncbi.nlm.nih.gov/pubmed/17579229
http://dx.doi.org/10.1001/jama.2012.216231
http://dx.doi.org/10.1001/jama.2012.216231
http://www.ncbi.nlm.nih.gov/pubmed/23403684
http://dx.doi.org/10.1016/S1473-3099(13)70199-3
http://www.ncbi.nlm.nih.gov/pubmed/24054085
http://dx.doi.org/10.1093/infdis/jit276
http://www.ncbi.nlm.nih.gov/pubmed/23801600
http://dx.doi.org/10.1186/1475-2875-9-247
http://www.ncbi.nlm.nih.gov/pubmed/20799995
http://dx.doi.org/10.1371/journal.pone.0073073
http://www.ncbi.nlm.nih.gov/pubmed/24023811
http://dx.doi.org/10.1111/j.1365-3156.2011.02935.x
http://dx.doi.org/10.1111/j.1365-3156.2011.02935.x
http://www.ncbi.nlm.nih.gov/pubmed/22212628
http://dx.doi.org/10.3201/eid1909.130133
http://dx.doi.org/10.1371/journal.pone.0056183
http://dx.doi.org/10.1371/journal.pone.0056183
http://www.ncbi.nlm.nih.gov/pubmed/23451036
http://dx.doi.org/10.1093/cid/cir376
http://www.ncbi.nlm.nih.gov/pubmed/21765070
http://dx.doi.org/10.1073/pnas.0901415106
http://www.ncbi.nlm.nih.gov/pubmed/19451638
http://www.clinicaltrials.gov/ct2/show/NCT01103063?term=NCT01103063&rank=1
http://www.clinicaltrials.gov/ct2/show/NCT01103063?term=NCT01103063&rank=1
http://dx.doi.org/10.1371/journal.pmed.1001733
http://www.ncbi.nlm.nih.gov/pubmed/25247709
http://dx.doi.org/10.1371/journal.pone.0014425
http://www.ncbi.nlm.nih.gov/pubmed/21203389

@’PLOS ‘ ONE

Screening and Treatment for Malaria in Pregnancy

18.

19.

20.

21.

22,

23.

24.

25.

26.

27.

28.

Naidoo |, Roper C. Mapping 'partially resistant’, 'fully resistant', and 'super resistant' malaria. Trends
Parasitol 2013; 29: 505-515. doi: 10.1016/j.pt.2013.08.002 PMID: 24028889

Swysen C, Vekemans J, Bruls M, Oyakhirome S, Drakeley C, Kremsner P, et al. Development of stan-
dardized laboratory methods and quality processes for a phase Ill study of the RTS, S/AS01 candidate
malaria vaccine. Malar J 2011; 10: 223. doi: 10.1186/1475-2875-10-223 PMID: 21816032

Taylor SM, Parobek CM, Aragam N, Nagasal BE, Martensson A, Meshnick SR, et al. Pooled deep
sequencing of Plasmodium falciparum isolates: an efficient and scalable tool to quantify prevailing
malaria drug-resistance genotypes. J Infect Dis 2013; 208: 1998-20086. doi: 10.1093/infdis/jit392 PMID:
23908494

Siqueira AL, Whitehead A, Todd S. Active-control trials with binary data: a comparison of methods for
testing superiority or non-inferiority using the odds ratio. Stat Med 2008; 27: 353—-370. PMID: 17628041

Piaggio G, Elbourne DR, Altman DG, Pocock SJ, Evans SJ. Reporting of noninferiority and equivalence
randomized trials: an extension of the CONSORT statement. JAMA 2006; 295: 1152—-60. PMID:
16522836

Schumi J, Wittes JT. Through the looking glass: understanding non-inferiority. Trials 2011; 12: 106. doi:
10.1186/1745-6215-12-106 PMID: 21539749

Xu'Y, Cheung YB, Lam KF, Tan SH, Milligan P (2010) A simple approach to the estimation of incidence
rate difference. Am J Epidemiol 172: 334—-343. doi: 10.1093/aje/kwq099 PMID: 20606039

Naidoo I, Roper C. Following the path of most resistance: dhps K540E dispersal in African Plasmodium
falciparum.Trends Parasitol 2010; 9: 447—456.

Coulibaly SO, Kayentao K, Taylor S, Guiro EA, Khairallah C, Guindo N, et al. Parasite clearance follow-
ing treatment with sulphadoxine-pyrimethamine for intermittent preventive treatment in Burkina-Faso
and Mali: 42-day in vivo follow-up study. Malar J 201413: 41.

Smith Paintain L, Antwi GD, Jones C, Amoako E Adjei RO, Afrah NA, et al. Intermittent screening and

treatment versus intermittent preventive treatment of malaria in pregnancy: provider knowledge and
acceptability. PLoS One 2011; 6: €24035. doi: 10.1371/journal.pone.0024035 PMID: 21887367

Landis SH, Ananth CV, Lokomba V, Hartmann KE, Thorp JM Jr, Horton A, et al. Ultrasound-derived
fetal size nomogram for a sub-Saharan African population: a longitudinal study. Ultrasound Obstet
Gynecol. 2009 Oct; 34(4):379-86. PMID: 19402076. Epub 2009/04/30. eng. doi: 10.1002/uog.6357

PLOS ONE | DOI:10.1371/journal.pone.0132247 August 10, 2015 17/17


http://dx.doi.org/10.1016/j.pt.2013.08.002
http://www.ncbi.nlm.nih.gov/pubmed/24028889
http://dx.doi.org/10.1186/1475-2875-10-223
http://www.ncbi.nlm.nih.gov/pubmed/21816032
http://dx.doi.org/10.1093/infdis/jit392
http://www.ncbi.nlm.nih.gov/pubmed/23908494
http://www.ncbi.nlm.nih.gov/pubmed/17628041
http://www.ncbi.nlm.nih.gov/pubmed/16522836
http://dx.doi.org/10.1186/1745-6215-12-106
http://www.ncbi.nlm.nih.gov/pubmed/21539749
http://dx.doi.org/10.1093/aje/kwq099
http://www.ncbi.nlm.nih.gov/pubmed/20606039
http://dx.doi.org/10.1371/journal.pone.0024035
http://www.ncbi.nlm.nih.gov/pubmed/21887367
http://www.ncbi.nlm.nih.gov/pubmed/19402076
http://dx.doi.org/10.1002/uog.6357

