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Introduction

Each yeathis bookletis compiledto summarize the evidence on chalidd adolescerttealth
derived from randomizedr controlledtrialsin developing countries over the previous year.
The aim is to make this information widely available to paediatricians, nurses, other health
workers and administrators in resource poor settings whet@ dgte information is hard to
find. We hope thathisinformation will be helpful in reviewing treatment policies, clinical
practice and public health strategies.

The method of searching for studies uses PubMed, a search engine that is freely available and
widely used in most countries throughout theldio The search strategy has been chosen to

capture as many relevant studies as possible, although it is possilbleaamnissedsome If

you know of a relevant RCOr metaanalysis hat has not been included
please let me knowThe search strategy is reproducible by anyone with access to the Internet,
throughhttp://www.ncbi.nlm.nih.gov/sites/entrez

Randomized controlled trials (RCTs) are far from the only valuable gmetidence, and

some RCTs, because of problems with design or implementation have limited value. However
the method of the Randomized Trial is the Gold Standard for determining attributable benefit or
harm from clinical and public health intervention&hen donegroperlythey eliminate bias and
confounding. However their results should not be accepted uncritically and they should be
evaluated for quality and validity. Before the result of an RCT can be generalized to another
setting there must be ceideration of the wider applicability, feasibility and potential for
sustainability.

This year 235studies were identified. Thesewere conducted in 61 countries fraih regions
of the world. Several trials fro2016-17 will lead to significant changes child health
recommendations.

The weblink for papers that are available in ftdixt on the Internet free of char(fe81 with
free online accesyare included Through HINARI fittp://www.who.int/hinari/er)/a program
set up by WHO in collaboration with publishers, the-faltt versions obver 14,000 journal
titles and30,000 ebooks are available to health institution®irer 100 countries If your health
institution (medical school, teaching hospitalysing school, government office) has not
registered with HINARI, you can check your eligibility and register online.

Please feel free to distribute this booklet to any colleagliesprevious editions (2002016)
are available atvww.ichrc.org

Threeyears ago weublished a summary of thiest 11 years of the controlled trials. &h
reference for this is Duke T, Fuller D. Arch Dis Child 20199:615 620, and you may
download it athttp://adc.bmj.com/content/99/7/615.full.pdf+html

A brief summary of some of the important results in 206-17

1 Inalarge trial involving 10,750 children from 8626 households in rural Malawi, use of
biomassfuelled cookstoves and a solar panel did not substantially reduce the incidence
of pneumonia. This is somewhat similar to the results of a similar intervention in
Guatemala, published in 2011, where overall pneumonia cases were not significantly
reduced, but thereave significant reductions in cases of severe clinical pneumonia with
hypoxaemia, and severe RSV negative pneumonia.


http://www.ncbi.nlm.nih.gov/sites/entrez
http://www.who.int/hinari/en/
http://www.ichrc.org/
http://adc.bmj.com/content/99/7/615.full.pdf+html
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In a trial of 60 children with fluid refractory septic shock in India, adrenaline
(epinephrine) at 0:0.3 mcg/kg/min was more effectiveatihdopamine at high doses
(10-20mcg/kg/min) in resolving shock and avoiding organ dysfunction.

Among Indian children with iron deficiency anaemia, levels of malondialdehyde, a
biomarker of oxidative stress, were elevated andautiant enzymes lower coraped

with controls. After 8 weeks of iron therapy levels of antioxidants increased, and the
biomarker of oxidative stress significantly reduced.

A trial of 60 children with acute watery diarrhoea found that the probiotic
Saccharomyces boulardieduced e duration of diarrhoea and hospitalisation.

In West Africa, ZMapp, a combination of 3 monoclonal antibodies against the
glycoprotein of Ebola virus was associated with a lower death rate in recipients 8 of 36
(22%) compared with 13 of 35 patients (37%)oweceived the current standard of care
alone, but this fell short of prgpecified levels of significance.

Among 40 Indian children with epilepsy that was refractory to 2epiteptic drugs, use

of the Atkins diet (a modified ketogenic diet) were digantly more likely to have 50%

and 90% in reductions in seizure frequency than 40 children on their normal diet.

In HIV treatment clinics in Zambia, the designation of a quality improvement officer

role among existing staff increased the proportion tépts receiving a thremonth

refill supply of antiretroviral drugs.

In Malawi, among infants with a diagnosis of clinically suspected pneumocystis
pneumonia, empirical use of steroids in the first 48 hours in addition to conventional
TMP/SMX therapy sinificantly reduced mortality in hospital and 6 months after
discharge.

Among more than 700 HIV infected children over 3 years of age, on ART for an average
of 2 years, continuing cotrimoxazole throughout childhood reduced skin infections. This
adds to tk trials in recent years showing benefits of ongoing cotrimoxazole shown
against bacterial pneumonia, and is consistent with the WHO recommendation.

In a trial of 1200 HIV exposed infants, those who were allocated to formula feeding had
a higher incidencef oral colonisation with Gram negative bacteria than those allocated
to breast feeding.

In HIV-infected mothers at 14 or more weeks gestation, use of zidovoadssel ART as

part of Option B+ resulted in a lower rate of very preterm delivery and signify

fewer infant deaths than a tenofabised ART, and both regimens of ART (Option B+)
resulted in lower risk of vertical transmission of HIV than a traditional PMTCT regimen
based on zidovudine and singlese nevirapine.

Among HIV-infected mothersni Malawi and South Africa, higher rates of maternal
adherence to ART reduced the risk of detectable HIV RNA in breast milk, and
undetectable breast milk HIV RNA reduced vertical transmission. This study underlined
the importance of adherence to OptioniB-making breast feeding safe.

Among Kenyan school children, 4 monthly treatment with albendazole reduced soil
transmitted helminth infections from BD% down to 5%. Fourmonthly treatment

was more effective than annual treatment. And in a controlidn Peru,

mebendazole proved safe with no more adverse events than placebo.

In Iran, in a series of studies which ran for 13 years, treatment of visceral leishmaniasisis
with meglumine antimoniate for 1 week after fever defervescence was notriréeo

an acceptable alternative to the standard@&gcourse for patients who showed a
response to antimonial therapy. In these studies fever resolution was validated as a
marker of drop in parasite density, and the studies were done in a regionwidvédbd

of meglumine antimoniate resistance.
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In rural Tanzania, trained and supervised drug dispensers performed and sold malaria
rapid diagnostic tests (RDTs) under real market conditions tdhinas of patients with
suspected malaria, increasing gwdencebased prescriptions of artemisisbased

therapy. And in rural Uganda, RDTs used by community health workers also increased
the rational prescribing of artemisinlbased treatment for malaria. However CHWs

often failed to refer children who magve required hospital treatment.

In Malawi insecticide treated bed nets had a populdiased effect on malaria

prevalence, i.e. even protecting children who were not sleeping under one, by reducing
malaria transmission.

In the Democratic Republic of tli&ongo intermittent prevention of malaria with
sulfadoxinepyrimethamine plus piperaquine protected children against anaemia, malaria
parasitemia and clinical malaria more than sulfadepyr@methamine alone. In Senegal

in a cluster randomised trial, seaal malarial chemoprophylaxis with sulfadoxine
pyrimethamine plus amodiaquine substantially reduced the incidence of outpatient cases
of malaria and of severe malaria in children, and reduced overall malaria transmission in
the population.

In Zambia, afte2 rounds of a mass drug administration program with

dihydroartemisinin plus piperaquine, ther®nth cumulative infection incidence was

70% lower and 58% lower in lowesind higheitransmission areas, respectively,

compared with control areas. In asyompttic lowdensity gametocyte carriers wigh
falciparumwho were G6PEnormal, a single of primaquine substantially reduced

carriage, and likely reduces transmission.

Among Ugandan children given monthly chemoprophylaxis with dihydroartemisinin
piperaquine malaria episodes were 55% lower overall, and 97% lower if they were

highly adherent. This protection continued into the year after chemoprophylaxis, perhaps
because of specific-Tell activation that produces cytokines with are protective against
malaia.

In children with uncomplicated malaria in Burkina Faso, Kenya, and Tanzania, the rate
of adequate clinical and parasitological response was 91% in those treated with
artesunatenefloquine and 90% in those treated with artemelimeefantrine (AL). So
artesunatenmefloquine is a potentially important drug against malaria in Africa.

WHO now recommends adding a single idese of the gametocytocidal drug

primaquine to AL for uncomplicate@. falciparummalaria as part of prelimination or
elimination progams. This was tested in Tanzania among 110 patients with malaria and
found to be as effective in curing acute malaria as AL alone.

In Mozambique, a phase Il trial of adjunctive rosiglitazone, a prolifestvated
receptorgamma agonist, in childremith uncomplicated malaria showed it to be well
tolerated and without side effects. Further trials are underway.

Among Ethiopian children witP. vivaxmalaria who were G6PDormal, the risk of
recurrence of vivax wasfld lower if treated with chloragine or artemether
lumefantrineplus 14 days of primaquine, than with chloroquine or artemether
lumefantrine alone. In this population chloroquine was more effective than AL.

Among women with mildmoderate anaemia attending an antenatal clinic in India,
intravenous iron sucrose was more effective than oral iron in increasing ferritin, serum
iron and haemoglobin.

In 40 Indian children with acute bacterial meningitis -ppeatment with single dose

rifampin (a norbacteriolytic but still bacteriocidal antiitic) 30 minutes before

ceftriaxone administration reduced the markers of inflammation and neuronal damage in
the CSF compared with children who received only ceftriaxone (a bactericidal and
bacteriolytic antibiotic).
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1 Among 1124 girls from 8 rural Ugandanhools, the provision of puberty education and
sanitary pads had some effect on reducing the dropout in school attendance.

1 In India, community health volunteers were more effective if they were supervised by a
paid community health worker, and in Ugandaew community health workers were
trained in using malaria rapid diagnostic tests, they referred more children than CHWs
who treated presumptively for malaria based on symptoms without testing.

1 In 2017 mobile phones were used in trials for public healticatbn in many areas: in
China knowledge and behaviour towards rabies; improving vaccination coverage by
reminders sent from village doctors; and improving compliance of caregivers with a
home food fortification and nutrition program. In Ecuador mobilenghmessages to
postnatal mothers improved breastfeeding, attendance ahataecheckups, and
contraceptive use. Trials are underway in Guinea Bissau of using mobile phones to
increase measles vaccination coverage, in India to improve MCH attendadde,

Kenya to improve adherence to Option B+ antiretroviral therapy.

1 In 540 Nepali newborns, delayed umbilical cord clamping group significantly reduced
the risk of iron deficiency, and improved haemoglobin by an average of 0.3 g per dL at
12 months ohge. The differences were small, but this is the first RCT showing a
reduction in iron deficiencgnaemiafrom delayed cord clamping.

1 Ina study in Colombia, 20 years after the first RCT of Kangaroo Mother Care, 69% of
the initial 716 participants werelfowed up. The early effects of KMC were still
present in the most fragile individuals; and parents who used KMC in the initial trial
were more protective and nurturing 20 years on. There was reduced school absenteeism
and reduced hyperactivity, aggregsiess, externalization, and sedieviant conduct of
young people who as newborns received KMC.

1 Among 326 newborns in India, delivered in either hospital or outside a health facility,
cord cleansing with 4% chlorhexidine soon after birth significamitiiced bacterial
colonization at 48 hours, compared with placebo or dry cord care.

1 In Bangladesh, prenatal and postnatal supplementation of mothers witlgearaity
lipid-based nutrient supplements during the first 1000 days improved child linear growth
and head size, and a positive effect on motor and language development. In Ghana lipid
based nutrient supplements increased | ine:
based nutrient supplements did notdbyy ncr ea:
Amean vector magnitude countso per 15 sec:

1 In Morocco, using biscuits fortified with iron and EDTA lowered blood lead levels
compared with controls among children at risk of environmental lead poisoning.

T I'n Bangl adesh and Vriievtenda np rtohger aind | a ivnee da nadt
feeding, with intensified interpersonal counselling, mass media, and community
mobilization increased populatidrased breast feeding rates.

1 In Nepal a program to improve home food production consisting of a harderg
poultry raising, and nutrition education over 2.5 years reduced anaemia among mothers
and children, reduced the prevalence of underweight among mothers, but had no effect
on childrends growth compared to families
similar villagebased agricultural program in rural Cambodia increased dietary diversity,
particularly the consumption of vitamin A rich foods, fruits and vegetables, but
evaluation may be too early to show an effect on child growth.

1 In Philippines, a caditional cash transfer program of the Philippine government called
oPantawi ddé, significantly reduced the pre\
intervention areas compared with 244 children in control areas. Pantawid, which is
modelled on similar mgrams in Brazil and Mexico, aims to eradicate extreme poverty
in the Philippines by investing in health and education. Other conditional and
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unconditional cash transfer programs reported in trials this year from Burkina Faso (no
effect on wasting) and Ristan (reduced wasting at 6 months, but not at older age) had
more modest effects.

1 Among 319 children being treated in Chile for cancer who developed febrile
neutropenia, if positive for a respiratory virus and negative for a bacterial pathogen and
with a favourable evolution after 48 hours of antimicrobial therapy, withholding further
antimicrobials was just as safe as continuing antibiotics, and this reduced antibiotic
exposure and hospital stay.

1 Among patients with chemical ocular burns in India, aggion of topical umbilical
cord serum resulted in faster epithelialisation than standard medical therapy.

1 In communities with high tuberculosis and HIV prevalence in South Africa and
Zimbabwe, active surveillance for TB using GeneXpert MTB/RIF resuftedhigher
proportion of patients with cultugositive tuberculosis being commenced on treatment
at 60 days (86%) compared to people identified by active surveillance without the use of
Xpert (56% commenced within 60 days). Whether there are resourc&seia or not,
active community based surveillance with symptom screening and sputum smears is
effective in identifying unrecognised TB in endemic communities. ldentifying children
with TB by communitybased active surveillance is also possible, espedtalschoot
aged children, but because young children are mostly smear negative or cannot produce
sputum, this requires symptom based screening and clinical assessment.

71 In children aged 2 to 17 years in Dominican Republic, Panama, and the Philippines, a
phase Il trial involving a 2 dose schedule, 3 months apart, of a tetravalent Dengue
vaccine induced levels of antibodies that are likely to be protective against all 4 Dengue
virus serotypes. Whether this vaccine protects against severe Dengue in cimttef
years of age is uncertain.

1 Among over 5000 healthy Chinese infants and children aggdrBonths, 2 doses of the
Vigoo enterovirus 71 (EV71) vaccine generated high levels of protective antibodies and
provided substantial protection against hémat-andmouth disease during a 2 year
follow-up period.

1 Inlarge trials of over 21,000 women in Costa Rica and Brazil, HPV16/18 vaccine
protected against infection from a variety of oncogenic aneomangenic strains, and
virus type replacement did not acamong vaccinated individuals within four years of
being vaccinated. Two other trials in 2017 suggested that 2 doses in boys and girls aged
9-14 were just as effective in generating protective antibody responses as a 3 dose
schedule in adult women.

1 In Mali maternal influenza vaccine provides some protection against influenza in infants
in the first 6 months of life, however the protection was onk33%, and there was a
higher rate off presumed neonatal sepsis in the influenza vaccinated group.

71 In Thaiand and the Philippines, the Japanese Encephalitis Chimeric vaccine provided
long-term protective immunity for over 60% of 596 children 5 years after primary
vaccination at 128 months of age, and a booster dose of the vaccine given after 5 years
seraprotected all children.

1 In Niger oral bovine pentavalent rotavirus vaccine had an efficacy of 67% against severe
rotavirus gastroenteritis among infants who received three doses of the vaccine at 6, 10,
and 14 weeks of age. In Malawi the efficacy of orédvous vaccine was 49% and in
South Africa it was 77% against severe rotavirus diarrhoea, however because of the
greater burden of rotavirus in Malawi, more cases were prevented. In Bangladesh, 2
doses of human rotavirus vaccine at 6 and 10 weeks heffeativeness against acute
rotavirus diarrhoea among vaccinated children of 41%, and an efficacy of 29% among
the entire villages where the rotavirus vaccine. In a small study involving data from 4
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African countries, live oral rotavirus vaccine was immogenic and appeared to be safe
in HIV infected children.

1 In Ghanaian children with yaws, a single oral dose of azithromycin (30mg/kg), was not
inferior to a single dose of intramuscular benzathine penicillin (50,000 IU) for the
treatment of early yaws, praling clinical cure in 98% of cases after 3 weeks. This is a
similar to a previous RCT from Papua New Guinea.

Again this year mangtudies had small sample sizaad many of the results should be seen as
preliminary. The termsor phrasesd n o dd & § ,e@nferarity, and equivalence were used in
somepaperswith insufficient consideration to the possibility of a type Il errdhis can be
misleading, andnay result irthe discarding o&n effective intervention, or numerous
inadequate trials ohe same interventionrSome trialsare large scale and definitive, and add to
previous trialghathaveresults in the same direction: for example trials this year involving
over20,000 breasted infantsfoundno clinically significant benefit of a w@atal dose of

vitamin A.

| have been liberal in what is included as an RCT. Many papers are the reportstoidse

within an RCT, they may be cohort or background studies, rather than the primary results of the
completed RCT. Some papers are pliglitsRCT methodologies on planned studies, which |

have put at the end of each topic section.

Randomi sed trials often report the fAaverage
However, depending on how specificallatpopulation is dehed, within that population may

be children who will benefit from the therapy or intervention, children for whom the therapy

wi | | have no effect, and some children for wl
effects may béno overall effead, butit is increasingly important that researchers try to

understand the effects for individuals or gyrbups within trials, and the context in which

benefit or not occurs.

Some of theeontextdifferences that influence thiesultsof a trialinclude: indivdual or

population characteristics, comorbiditiéise health care environment and health care providers
geographical factorsther interventionghe delivery mechanism for the drug, vaccine or other
intervention the disease stage and specific aetipl@gonomic, social and cultural
characteristics of the population and indivVvi
be even more complex in understanding systematic reviews of randomised trials (where
heterogeneity is often incompletelpoted and where thereill be heterogeneityithin and
betweerstudies.

Incorporating a understanding aheobservecdeffect in context requires a nuanced approach,
and the randomisedal designis not alwayshe best methotb trial all interventions.This can
bethe case for complex interventions (i.e. a complex clinical therapy or a health system
improvement programyhere other methods of evaluation may be more useful

In the last b years there have be2d18trial publications summarised in theditions of this

booklet. The public health benefits that have come from the trials on médarxamplecan

be seen in the uptake of new interventions and reductions in malaria in each affected country in

the world. The funding of comprehensive pgpgns of r e sleacikcdh mal drmriod | a
implement the results of trials is a good example of the optimum benefit of res&aech.

changes to HIV treatment is another example of public health which has benefitekhidyna

from randomised trials: the pnovements to prevention ofotherto-child transmission being a

primary example While malariaand HIVrates are fallingeductionsof similar magnituds are

10
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not being seen in pneumontaperculosismalnutrition or neonatal illnegsand taking similar
comprehensive approaches to the research agenda and to relsearcipublic health
interventions are needed.

The evolving complexity of child health in theS2Tenturyrequiresthat research should also
evolve. It is encouraging to see the evaluatajrthe developmentapsychological and mental
healtheffects of interventionsAlso encouragin@rethe increasedumber oftrials that include
adolescentghe recognition of maternal nutrition and physical and mental health to infant
outcomesandtrials of various ways tmmproveeducation.Clinical trials againthis year from
India and Chinaackledissues related to nescbommunicable diseases, including myopia,
obesity, oral healtandcancer However esearclgaps exist in many areas, includioig
appropriaténealth care models for the managemerdomhmonchronic childhoodonditions
such as epilepsy, asthma, and neurodevelopmental prolaathguality improvement research
on how best tgrovideacute and chronic care for children in remote hatgpi

More support is needed folinical research capacity low incomecountries The increasing
researcloutputfrom transitional countries is welcoraadreflectsthed gr and cqobuv er gen
may mean that thehild healthprioritiesin thecourtrieswith thegreatest healthurders are
overshadowed More than ever a focus on understanding and reducing inequity is needed

child health is to improveand clinician and public health researchers have a role to play.in this

Trevor Duke
August2017
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Acute respiratory infection
(See alspZinc; Vaccines- Pneumococcal vaccinelygiene and environmental heglth

Prevention of pneumonia

Lancet.2017 Jan 14;389(10065):1-475. doi: 10.1016/S0146736(16)325047. Epub 2016
Dec 7.

A cleaner burning biomassfuelled cookstove intervention to prevenpneumonia in
children under 5 years old in rural Malawi (the Cooking and Pneumonia Study): a cluster
randomised controlled trial.

Mortimer K!, Ndamala CB, NaunjeAW?, Malava 3, KatunduC?, Weston W, Havens B,
Pope 5, Bruce N@, Nyirenda M, Wang ?, Crampin A, Grigg £, Balmes 3, Gordon SB.

BACKGROUND:

WHO estimates exposure to air pollution from cooking with solid fuels is associated with over 4
million premature deaths worldwide every year including half a million children under the age
of 5 years from pneumonia. We hypothesised that replacing opewitihesleaner burning
biomassfuelled cookstoves would reduce pneumonia incidence in young children.

METHODS:

We did a communityevel open cluster randomised controlled trial to compare the effects of a
cleaner burning biomadselled cookstove intervemtn to continuation of open fire cooking on
pneumonia in children living in two rural districts, Chikhwawa and Karonga, of Malawi.
Clusters were randomly allocated to intervention and control groups using a coggneeated
randomisation schedule with atification by site, distance from health centre, and size of

cluster. Within clusters, households with a child under the age of 4-5 years were eligible.
Intervention households received two biomassled cookstoves and a solar panel. The

primary outcomavas WHO Integrated Management of Childhood lliness (IM{efined

pneumonia episodes in children under 5 years of age. Efficacy and safety analyses were by
intention to treat. The trial is registered with ISRCTN, number ISRCTN59448623.

FINDINGS:

Weenrol ed 10 750 children from 8626 househol ds
and Feb 28, 2016. 10 543 children-yédarsoim 8470 |
follow-up data to the intentieto-treat analysis. The IMCI pneumonia incidence natie
intervention group was 15-76 (95% CI 14-88-63) per 100 chilgears and in the control

group 15-58 (95% CI 14-726-45) per 100 chilyears, with an intervention versus control
incidence rate ratio (IRR) of 1-01 (95% CI 0-9113; p=0-80). Cookingelated serious adverse
events (burns) were seen in 19 children; nine in the intervention and ten (one death) in the
control group (IRR 0-91 [95% CI 0-37-23]; p=0-83).

INTERPRETATION:

We found no evidence that an intervention comprising cleaner busiantassfuelled

cookstoves reduced the risk of pneumonia in young children in rural Malawi. Effective
strategies to reduce the adverse health effects of household air pollution are needed.

Free accessittp://www.thelancet.com/journals/lancet/article/PlISO-BA36(16)32507
7/fulltext
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Trop Med Int Halth. 2017 Feb;22(2):187195. doi: 10.1111/tmi.12820. Epub 2017 Jan 5.
Householdlevel risk factors for secondary influenzalike illness in a rural area of

Bangladesh.

Weaver AM-? KhatunE-Jannat K, Cercone E Krytus K!, Sohel BM, Ahmed M, Rahman

M3, Azziz-Baumgartner £ Yu J', Fry AM#, Luby SP°, Ram PK.

OBJECTIVE:

To descrile householdevel risk factors for secondary influenlie iliness (ILI), an important

public health concern in the leimcome population of Bangladesh.

METHODS:

Secondary analysis of control participants in a randomised controlled trial evaluatifig¢he e

of handwashing to prevent household ILI transmission. We recruited-gadexpatients with

ILI-f ever (<5 years); f evetrfromhbealthfadilities, collestedr e t hr
information on household factors and conducted syndromie#lance among household

contacts for 10 days after resolution of ind@se patients' symptoms. We evaluated the
associations between household factors at baseline and secondary ILI among household contacts
using negative binomial regression, accountorgclustering by household.

RESULTS:

Our sample was 1491 household contacts of 184 inds& patients. Seventyie percentage

reported that smoking occurred in their home, 27% shared a latrine with one other household

and 36% shared a latrine with >ther household. A total of 114 household contacts (7.6%) had
symptoms of ILI during followup. Smoking in the home (RRR1.9, 95% CI: 1.2, 3.0) and

sharing a latrine with one household @R.1, 95% CI: 1.2, 3.6) or >1 household RR.1,

95% CI: 1.85.2) were independently associated with increased risk of secondary ILI.
CONCLUSION:

Tobacco use in homes could increase respiratory illness in Bangladesh. The mechanism between
use of shared latrines and household ILI transmission is not clear. Isiblpdbat respiratory
pathogens could be transmitted through faecal contact or contaminated fomites in shared

latrines.

Treatment of pneumonia

(Wherethere were topicheadings from previous yeamsder whichno trialswerepublishedn
201617, | have lef the subheading in the bookNot all topic subheadings have equal
importance in the overall burden of childhood diseasd,some topics are not in need of further
trials, but over timait is reflective of research priorities and gaps.
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Otitis media

Bronchiolitis

Upper respiratory tract infections, tonsilitis

Adolescent health
(See also VaccinesHPV vaccineandInjury prevention

PLoS One2016 Dec 21;11(12):e0166122. doi: 10718o0urnal.pone.0166122. eCollection

2016.

Menstruation and the Cycle of Poverty: A Cluster QuasiRandomised Control Trial of

Sanitary Pad and Puberty Education Provision in Uganda.

Montgomery P, Hennegan?) Dolan &, Wu M3, Steinfield 4, Scott L°.

BACKGROUND:

Poormenstrual knowledge and access to sanitary products have been proposed as barriers to
menstrual health and school attendance. In response, interventions targeting these needs have
seen increasing implementation in public and private sectors. Howeverhtdgebeen limited
assessment of their effectiveness.

OBJECTIVES:

Assess the impact of providing reusable sanitary pads and puberty education on girls' school
attendance and psychosocial wellbeing outcomes.

METHODS:

A cluster quasrandomised controllettial was conducted across 8 schools, including 1124

girls, in rural Uganda. Schools were allocated to one of four conditions: the provision of puberty
education alone; reusable sanitary pads alone; puberty education and reusable sanitary pads; and
a contol (no intervention). The primary outcome was school attendance. Secondary outcomes
reflected psychosocial wellbeing.

RESULTS:

At follow-up, school attendance had worsened for girls across all conditiofz.oResol

analysis revealed that this declinasasignificantly greater for those in the control condition d =
0.52 (95%CI 0.24).77), with those in control schools having a 17.1% (95%Ci28B.3) greater

drop in attendance than those in any intervention school. There were no differences between the
intervention conditions. High rates of school doyt and transfer meant the trial suffered from
substantial participant drequt. Intentionto-treat analyses using two different imputation
strategies were consistent with the main results, with meanetitfes of 5.2% attendance in
bestcase and 24.5% in worsase imputations. Results were robust to adjustments for

clustering. There was no impact of the interventions on girlsteptirted shame or insecurity
during menstruation.

CONCLUSION:

Results othe trial support the hypothesised positive impact of providing sanitary pads or
puberty education for girls' school attendance in a developing country context. Findings must be
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interpreted with caution in light of poor participant retention, interverita@lity, and the
attendance measures used.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5176162/

BMC Public Health2017 Apr 17;17(1):322. doi: 10.1186/s1288B7-42454.

Effect of the PREPARE intervention on sexual initiation and condom use among
adolescents aged 124: a cluster randomsed controlled trial in Dar es Salaam, Tanzania.
Mmbaga EJ Kajula L2, Aarg LB Kilonzo M?, Wubs AG, Eggers SM, de Vries H, Kaaya

S

BACKGROUND:

Unsafe sexual practices continue to put adolescents at risk for a number of negative health
outcomes in Tanzania. While there are some effective thHem®d intervention packages with
positive mpact on important mediators of sexual behaviours, a context specific and tested
intervention is urgently needed in Tanzania.

PURPOSE:

To develop and evaluate an intervention that will have a significant effect in reducing sexual
initiation and promotingondom use among adolescents aged4Lih Dar es Salaam,
Tanzania.

DESIGN:

A schootbased Cluster Randomised Controlled Trial was conducted during2Z2d#1in
Kinondoni Municipality.

METHODS:

A total of 38 public primary schoolswere randomly selectedf which half were assigned to
the intervention and half to the control group based on their size and geographic location.
Participants were interviewed using a saliministered questionnaire at baseline before the
PREPARE intervention and then, 6 andm@nths following interventionThe primary

outcomes were selfeported sex initiation and condom use during the past fonths. Data
analysis was done using Generalized Estimating Equation (GEE) modelling controlling for
repeated measures and clusteringtaflents within schools.

RESULTS:

A total of 5091 students were recruited at baseline, and interviewed again=a#8g88) and

12 months (n=4370). Mean age of participants at baseline wasyea#s. Baseline
sociodemographic, psychometric and bebasal characteristics did not significantly differ
between the two study arms. The GEE analysis indicated that the intervention had a significant
effect on sexual initiation in both sexes after controlling for clustering and correlated repeated
measures. Aignificantly higher level of action planning to use condoms was reported among
female adolescent in the intervention arm than those in the control a¥th@gd2). An effect on
condom use behaviour was observed among male adoleseediO(@4), but noamong female
(p=0.463).

CONCLUSIONS:

The PREPARE intervention had an effect in delaying selfeported sexual initiation

among adolescents aged 1”4 in Dar es Salaam TanzaniaThe intervention positively
influenced action planning to use condoms fohtszxes and increased actual condom use
among male adolescents only. Future interventions addressing adolescent sexual and
reproductive health should focus on impacting mediators of behaviour change.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5392916/
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Comment

The PREPARE interventionvolvedthree interactive teaching components, one implemented

by teachers, one by peer educators, and one by health care providersautingl e scent s 6
to youth health service clinics.

Am J Public Health2016 Aug;106(8):1439 1. doi: 10.2105/AJPH.2016.303225. Epub 2016

May 19.

Formative Work and Community Engagement Approaches for Implementing an HIV
Intervention in Botswana Schools.

Miller KS, Cham HJ, Taylor EM!, Berrier FL, Duffy M?, Vig J*, Chipazi L, Chakalisa &,

Sidibe S, Swart K, TauNS!, Clark LF.

Abstract

Providing adolescents with evideAbased sexual risk reduction interventions is critical to
addressing the HIV/AIB epidemic among adolescents in-8adharan Africa. Project AIM

(Adult Identity Mentoring) is an innovative, eviderbased, youth development intervention

that is being evaluated for the first time in Botswana througlyeaB (20152017), 50school

clusier randomized controlled trial, including testing for herpes simplex virus type 2 as a sexual
activity biomarker. Conducting a trial of this magnitude requires the support and collaboration
of government and community stakeholders. All school staff, imuduigéachers, must be well
informed about the study; dedicated staff placed at each school can help to improve school and
community familiarity with the study, improve the information flow, and relieve some of the
burden study activigs places on schools.

Glob Health Sci PracR017 Mar 28;5(1):11837. doi: 10.9745/GHSP-16-00215. Print 2017

Mar 24.

Preventing Peer Violence Against Children: Methods and Baseline Data of a Cluster
Randomized Controlled Trial in Pakistan.

McFarlane 3 Karmaliani R, Magbool Ahmed Khuwaja H Gulzar $, Somani R, Saeed Al

T?, Somani YH, Shehzad Bhaman?Xrone RIF, Paulson RM, Muhammad A, Jewkes R
BACKGROUND:

Violence against and among children is a global pubkdthgroblem that annually affects 50%
of youth worldwide with major impacts on child development, education, and health including
increased probability of major causes of morbidity and mortality in adulthood. It is also
associated with the experience atlgperpetration of later violence against women. The aim of
this article is to describe the intervention, study design, methods, and baseline findings of a
cluster randomized controlled trial underway in Pakistan to evaluate a-$&smul play
intervention aiming to reduce peer violence and enhance mental health.

METHODS:

A cluster randomized controlled design is being conducted with boys and girls in grade 6 in 40
schools in Hyderabad, Pakistan, over a period of 2 years. The Multidimensionral Peer

Victimi zation and Peer Perpetration Scales and the Children's Depression Inventory 2 (CDI 2)
are being used to measure the primary outcomes while investitgateed scales are being

used to assess domestic violence within the family. Specifics of the interyeield logistics,
ethical, and fidelity management issues employed to test the program's impact on school age
youth in a volatile and politically unstable country form this report.

BASELINE RESULTS:
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A total of 1,752 schoehge youth were enrolled anaterviewed at baseline. Over the preceding

4 weeks, 94% of the boys and 85% of the girls reported 1 or more occurrences of victimization,
and 85% of the boys and 66% of the girls reported 1 or more acts of perpetration. Boys reported
more depression comt with girls, as well as higher negative mood andestfem scores

and more interpersonal and emotional problems.

INTERPRETATION:

Globally, prevalence of youth violence perpetration and victimization is high and associated
with poor physical and emotial health. Applying a randomized controlled design to evaluate a
peer violence prevention program built on a firm infrastructure and that is ready feugcaid
sustainability will make an important contribution to identifying evideméermed

interventions that can reduce youth victimization and perpetration.

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5478222/

Asia Pac J Public HealtR016 Nov;28(8):76575.

Effectiveness of Mindfulness Intervention on Psychological Behaviors Among Adolescents

With Parental HIV_Infection: A Group -Randomized Controlled Trial.

Mon MM?*?, Liabsuetrakul ¥, Htut KM3.

Abstract

This study aims to identify the effectiveness of mindfulnessvatgion on the psychological
behaviors of adolescents with parental HIV infection and its associated factors in Myanmar. A
total of 80 adolescents from 2 intervention townships and 80 adolescents from 2 control
townships were enrolled in a group randordizentrolled trial with assessments at baseline and

6 months followup. The mindfulness intervention involved monthly group sessions for 3
consecutive months led by an experienced mindfulness trainer. Three domains of psychological
behaviorsnamely, emotinal, conduct, and social behaviavere assessed at baseline and
compared after 6 months. Multilevel regression analysis was used to determine the effectiveness
of the intervention and associated factors for psychological behaviors. The intervention
significantly improved emotional and conduct behaviors at 6 months (P < .001) but had no
effect on social behavior. The significant effect of the intervention existed after adjusting for
gender, family type, child age, and orphan status.

J Tradit Complement Me@016 Apr 20;7(1):99.05. doi: 10.1016/j.jtcme.2016.03.001.

eCollection 2017 Jan.

Effect of yoga program on executive functions of adolescents dwelling in an orphan home:

A randomized controlled study.

Purohit SP, Pradhan B

Abstract

Executive function (EF) is important for physical and mental health of children. Studies have
shown that children with povergnd early life stress have reduced EF. The aim of the study

was to evaluate the effect of Yoga program on the EF of orphan adolescents. Seventy two
apparently healthy orphan adolescents randomized and allocated into two groups as Yoga group
(n=40; 14 qifs, age= 12.69+ 1.35yrs) and Wait List Control (WLC) group 32, 13 girls,
age=12.58+ 1.52yrs). Yoga group underwent three months of Yoga program in a schedule of
90 min per day, four days per week whereas the WLC group followed the routingesctiv

They were assessed by Stroop CoMord Task, Digit Symbol Substitution Test (DSST), Digits
Span Test and Trial Making Test (TMT) at the beginning and end of the program. The repeated
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measures ANOVA showed significant difference in time and graigpaations | < 0.05) for

all subtests of Stroop ColWord Task and Digit Span Test and parof TMT whereas there
were no significant difference found in DSST and TMT ({@ttThe posthoc test with

Bonferroni adjustment also showed significant improgats p < 0.001) within the Yoga group

in all test scores while in wrong score of DSST did not exhibit significant reduction. Whereas
the WLC group, showed significant improvemem&(0.05) in Stroop Color, ColeWord score,
net score of DSST, Digit Spdorward and Digit Span Total. Three months Yoga program was
found useful for the young orphan adolescents in improving their executive functions.

Free accessittps://www.ncbi.nlm.nih.gv/pmc/articles/PMC5198826/

Allergy
(See Vitamin Dskin diseage

Anaemia and iron deficiency
(See also Nutritioit micronutrients and food fortification)

J Nutr.2016Aug;146(8):16018. doi: 10.3945/jn.115.227462. Epub 2016 Jul 13.

Tubaramure, a FoodAssisted Integrated Health and Nutrition Program in Burundi,

Increases Maternal and Child Hemoglobin Concentratins and Reduces Anemia: A
Theory-Based ClusterRandomized Controlled Intervention Trial.

Leroy JI}, Olney [, Ruel MP.

BACKGROUND:

Despite their popularity, foedssised maternal and child health and nutrition (MCHN)

programs have not been evaluated rigorously, and evidence of their impacts on maternal and
child outcomes is scant.

OBJECTIVE:

This study estimated the impact of Tubaramure, a-fssisted MCHN program jpemented

by Catholic Relief Services and partners in eastern Burundi, on hemoglobin and anemia
(primary outcome) in children agee23.9 mo and their mothers and explored the impact
pathways. The program targeted women and their children during their(fd8 d of life and
included 1) food rations, 2) strengthening and promotion of the use of health services, and 3)
behavior change communication.

METHODS:

This was a clusterandomized controlled study to assess program impact by using cluster fixed
effects doubledifference models with repeated craesctional data (baseline and follap 2 y

later). We explored impact pathways by estimating impact on intermediary factors addressed by
Tubaramure that are known determinants of hemoglobin and anemia esgtdssing

hemoglobin and anemia on each determinant to assess the plausibility that the effect operated
through each determinant.

RESULTS:

Hemoglobin decreased and anemia increased markedly from baseline teup)lbut

Tubaramure had a significant €70.05) beneficial effect on both children [6.1 percentage points
(pps)] and mothers who had given birth in the previous 3 mo (34.9 pps). The program also had
significant (P < 0.05) impacts on factors along the hypothesized impact pathways: dietary
diversty, consumption of irosrich foods, morbidity, and fever for child hemoglobin and dietary
diversity, consumption of irerich foods, and current betkt use for maternal anemia.
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CONCLUSIONS:

We showed, for the first time to our knowledge, that a fasgsted MCHN program had a
positive impact on anemia and hemoglobin in both mothers and children. The plausible
pathways identified highlight the importance of addressing multiple determinants of anemia.
This trial was registered at clinicaltrials.gov6&T01072279

Comment

TheTubaramure progranmvolves provision gbre- and postnatal care servicessupport for
thenational IMCI pogram, gowth monitoring, treatmentof svereacutemalnutrition and
improving louseholds practicein nutrition, lygieneand maternal and childhood ilinesses

BMC Pediatr2016 Sep 1;16(1):149. doi: 10.1186/s1284.6:06894.

Efficacy and safety of hepcidinbased screerand-treat approaches using two different

doses versus a standard universal approach of iron supplementation in young children in

rural Gambia: a double-blind randomised controlled trial.

Wegmilller R, Bah A%, Kendall L3, Goheen MM, Mulwa S, Cerami C, Moretti D, Prentice

AM?,

BACKGROUND:

Iron deficiency prevance rates frequently exceed®@h young children in lowincome

countries. The World Health Organization (WHO) recommended universal supplementation of
young children whiee anaemia rates are >%@ However, large randomized trials have revealed
that provision of iron to young children caused serious adverse effects because iron powerfully
promotes microbial growth. Hepcidirthe master regulator of iron metabolism thaegnates
signals of infection and iron deficieneypffers the possibility of new solutions to diagnose and
combat global iron deficiency. We aim to evaluate a hepadiaeningbased iron

supplementation intervention using hepcidin-afis designed tondicate that an individual
requires iron, is safe to receive it and will absorb it.

METHODS:

The study is a proedf-concept, thre@rm, double blind, randomised controlled, prospective,
paralletgroup noninferiority trial. Children will be randomised teceive, for a duration of

12 weeks, one of three multiple micronutrient powders (MNP) containing: Ad.2on daily;

B) 12mg or Omg iron daily based on a weekly hepcidin screening indicating if iron can be
given for the next seven days or not; Gh@ or 0mg iron daily based on a weekly hepcidin
screening indicating if iron can be given for the next seven days or not. The inclusion criteria are
age 623 months, haemoglobin (Hb) concentration between 7 aedl] zscores for Height
for-Age, Weightfor-Age and Weightfor-H e i g-B $D and free of malaria. Hb concentration

at 12weeks will be used to test whether the scraedtreat approaches are natferior to

universal supplementation. Safety will be assessed using caregiver reports of infectiores, in vit
bacterial and P. falciparum growth assays and by determining the changes in the gut microbiota
during the study period.

DISCUSSION:

A screerandtreat approach using hepcidin has the potential to make iron administration safer
in areas with widespreadfections. If this proobf-concept study shows promising results the
development of a poiraf-care diagnostic test will be the next step.

Free accessittps://www.ncbi.nlm.nih.gov/pmarticles/PMC5009643/

Comment
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Hepcidinis a amino acid peptide synthesized by the liver. thigsmain iron regulatory

hormone, it blocks the release of iron from enterocytesi@plasma. The rate of entry of iron
into the plasma depends on thegute level of hepcidin; when iron stores drop, the synthesis of
hepcidin is dowsregulated and enterocytes and macrophages release mordsieotced
hepcidinlevels occuin states ohnaemia and hypoxidVhen iron levels are high the synthesis
of hepcidinincreases and the release of iron fremterocytes and macrophagssliminished.
Thesynthesis and release of hepcidin is a8mulatedby bacterial lipopolysaccaride and
cytokines, therefore hepcidin is an acute phase reactapetgene regulating h&tin synthesis

is calledHAMP.

(Rossi E. Hepcidiathe Iron Regulatory Hormone. Clin Biochem Rev. 2005 2644.)

J Clin Diagn Res2016 O¢;10(10):SC13SC19. Epub 2016 Oct 1.

Effect of Oral Iron on Markers of Oxidative Stress and Antioxidant Status in Children

with Iron Deficiency Anaemia.

ZakaUr-Rab 2, Adnan M, Ahmad SM, Islam N.

INTRODUCTION:

Conflicting reports are avaible on the relationship of Iron Deficiency Anaemia (IDA) and iron
therapy with oxidative stress.

AIM:

To study the levels of markers of oxidative stress andoaidiant status in children with IDA
and to assess the effect of iron therapy on the same.

MA TERIALS AND METHODS:

This prospective, single centre, hospital based study wasstsiypof a randomized controlled
trial conducted in the Department of Paediatrics, Jawaharlal Nehru Medical College, Aligarh
Muslim University, Aligarh, Uttar Pradesh aollaboration with the Department of
Biochemistry (of the same institution) between October 2009 to February 2011. T$tedyb
was conducted in two parts: in the first pletiels of a biomarker of oxidative stress
{Malondialdehyde (MDA)} and anti-oxidant enzymes {Superoxide Dismutase (SOD),
Catalase (CAT), Glutathione Peroxidase (GPx)} were assessed and compared between 67
children with IDA and 31 non-anaemic controls in the second parthe effect of oral iron
(6mg/kg/day) for eight weeks on these miers was studied in a subset of 35 children with
IDA . The Bivariate correlations procedure was used to compute pair wise associations for a set
of variables. fiests (Independent sampleest/Paired sampletést) and Nosparametric tests
(MannWhitney est/Wilcoxon signedlank test) were applied as applicable for normally and
nortnormally distributed data, respectively.

RESULTS:

Levels of antroxidant enzymes were significantly lower (p<0.001) in children with IDA as
compared to controls viz., SOD {medhan, 8.63 (IQR, 8.6@.66) vs. 9.46 (IQR, 9.12.62)
unitsing protein}, CAT {median, 8.49 (IQR, 8.4850) vs. 9.10 (IQR,9.08 . 14) ¢ mo |
H20O2/min/mg protein} and GPx {median, 49.19 (IQR, 4849.60) vs. 56.94(IQR, 56.80

57.14) mol NADPH oxidized /min/ mg protein}. Whereas, levels of MDA were significantly
higher(p<0.001) in IDA group {median, 1.50 (IQR, 14852) vs. 1.24 (IQR, 1.20.27)

moles/ml of serum}. Levels of Haemoglobin (Hb) and markers of iron status (serum iron,
transferrin saturation and ferritin) had a very strong, highly significant positivelabon
(p<0.001) with levels of anthxidant enzymes (SOD, CAT, and GPx) but a very strong, highly
significant negative correlation (p<0.001) with MDA. Total Iron Binding Capacity (TIBC) on
the other hand, had a strong, highly significant (p<0.001) negedirrelation with SOD, CAT,
and GPx but a strong, highly significant positive correlation (p<0.001) with M{Aar eight
weeks of daily iron therapy, a highly significant rise (p<0.001) from baseline was observed
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in levels of SOD, CAT, and GPx in subjets with IDA. On the other hand, MDA levels
declined significantly (p<0.001)

CONCLUSION:

Lipid peroxidation is increased and antioxidant defenses lowered in IDA. These changes,
however, may be mitigated effectively with oral iron therapy

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5121754/

Comment
Lipid peroxidation is the process in which free radicals attack unsaturated fatty acids in a lipid
membrane. Cell membranesn be damaged.

Clin Nutr. 2017 Aug;36(4):98®91. doi: 10.1016/j.clnu.2016.07.002. Epub 2016 Jul 18.
Supplementation of vitamin B12 or folic acid on hemoglobin concentration in children-6

36 months of age: A randomized placebo controlled trial.

Kumar T, Taneja 8, Sachdev HPS Refsum H, Yajnik CS, Bhandari N, Strand TA; Study
Group

BACKGROUND & AIMS:

The main objective of this report is to measure to what extent folate or vitamin B12 given daily
for 6 months to young North Indian Children improves hemoglobin (Hb) concentration.
METHODS:

In a randomized placebo controlled trial in kevmiddle income neighborhoods in New Delhi,
India, children were randomized into four groups in a 1:1:1:1 ratio and spplemented

daily for 6 months with 2 RDAs of vitamin B12, folic acid, both, or placeboAll children

with anemia at baseline were given iron supplementation daily for 2 months. We measured the
plasma concentrations of soluble transferrin receptor (sToR)ef vitamin B12, total
homocysteine (tHcy) and Hb in 262 children.

RESULTS:

Mean Hb concentration decreased in all four study groups during the six months of follow up
and supplementation of either or both of the vitamins did not improve the Hb aaticentiron
supplements for the initial @0 had limited effect on anemia atrt® as almost 90% were still
anemic at study end.

CONCLUSION:

Supplementation of folic acid and/or vitamin B12 for 6 months does not improve Hb
concentration in young children Our findings do not argue for widespread vitamin B12 or

folic acid supplementation to combat anemia. Our results also call for alternative strategies to
improve iron status and treat iron deficiency anemia.

Am Heart J2017 Jan;183:12936. doi: 10.1016/j.ahj.2016.01.007. Epub 2016 Jan 21.

B-type natriuretic peptide and plasma hemoglobin levels following transfusioof shorter-
storage versus longesstorage red blood cells: Results from the TOTAL randomized trial.
Dhabangi A&, Ainomugisha B, CsertiGazdewich & Ddungu H, Kyeyune I3, Musisi P,

Opoka R, Stowell CP, Dzik WH2.

BACKGROU ND:

Prior studies have suggested that transfusion of stored red blood cells (RBCs) with increased
levels of cellfree hemoglobin might reduce the bioavailability of recipient nitric oxide (NO) and
cause myocardial strain.
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METHODS:

Ugandan children (ag&s60 months) with severe anemia and lactic acidosis were randomly
assigned to receive RBCs stored@days versus 2585 days. Btype natriuretic peptide (BNP),

vital signs, renal function test results, and plasma hemoglobin were measured. Most children
had either malaria or sickle cell disease and were thus at risk for reduced NO bioavailability.
RESULTS:

Seventy patients received RBCs storetDldays, and 77 received RBCs storeB3%lays. The
median (interquartile range) céiee hemoglobin was negr8 times higher in longestorage
RBCs(26.4[1554 3. 4] € mo |l / L-ptoragdhRBGs (108 [~ 8Bo 61 ee mol / L) ,
.0001. Median (interquartile range) BNP 2 hours posttransfusion was 166@5%g/mL

(shorter storage) versus 158 {585) pg/mL (longer storage), P = .76. BNP valuz$@urs
posttransfusion were 110 (&37) pg/mL (shorter storage) versus 96-849) pg/mL (longer
storage), P = .76. Changes in BNP within individuals from pretransfusion to 2 hours (or 22
hours) posttransfusion were not significantly different betweerstildy groups. BNP change
following transfusion did not correlate with the concentration offcet hemoglobin in the

RBC supernatant. Blood pressure, blood urea nitrogen, creatinine, and change in plasma
hemoglobin were not significantly different imet 2 groups.

CONCLUSION:

In a randomized trial among children at risk for reduced NO bioavailability, we found that BNP,
blood pressure, creatinine, and plasma hemoglobin were not higher in patients receiving RBCs
stored for 2835 versus 410 days.

Anaesthesia and intensive care
(see also Asthma)

Paediatr Anaestt2017 Jan;27(1):344. doi: 10.1111/pan.13010. Epub 2016 Oct 13.
Comparison of oral midazolam with intranasal dexmedetomidine premedication for

children undergoing CT imaging: a randomized, doubleblind, and controlled study.

Ghai B, Jain K, Saxena AR, Bhatia N, Sodhi KS.

BACKGROUND:

Children undergoing computerized tomography (CT) frequently require sedation to allay their
anxiety, and prevent motion artifacts and stress of intravenous (V) cannulation.

AIMS:

The aim of this trial was to oapare the effectiveness of oral midazolam and intranasal
dexmedetomidine as sole premedicants in children for carrying out both IV cannulation as well
as CT scanning, without the need for additional IV sedatives.

METHODS:

Fifty-nine children, aged-& yeas, scheduled to undergo CT imaging under sedation were
randomized to receive either 0.5 mg-kd oral midazolam (group M) or 2.5 mcg-kg*

intranasal dexmedetomidine (group D)After 20-30 min, intravenous cannulation was
performed and response to its plaeat was graded using the Groningen Distress Rating Scale
(GDRS). After cannulation, children were transferred on the CT tablgssedsed using the
Ramsay sedation score (RSSET imaging was performed without any further sedative if the
RSS wag h@4.e wlas movement or decrease in seda
11V was given as an initial dose, followed by subsequent doses of 0.5 HiY-Kgequired.
RESULTS:

A Significantly higher proportion of children in group D (67%) achieve@RSO 4 as c o mp a
to group M (24%) (F0.002). The risk ratio (95% CI) was 2.76 (1:882). Significantly lower

22


https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/27734549
https://www.ncbi.nlm.nih.gov/pubmed/27734549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ghai%20B%5BAuthor%5D&cauthor=true&cauthor_uid=27734549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Jain%20K%5BAuthor%5D&cauthor=true&cauthor_uid=27734549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Saxena%20AK%5BAuthor%5D&cauthor=true&cauthor_uid=27734549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bhatia%20N%5BAuthor%5D&cauthor=true&cauthor_uid=27734549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sodhi%20KS%5BAuthor%5D&cauthor=true&cauthor_uid=27734549

Randomised trials in child health in developing countries 20167

GDRS scores were noted in group D €2)) as compared to group M (28)) at the time of
venipuncture (P = 0.04).

CONCLUSION:

Inthe dosesand i me i ntervals used in our study), int
was found to be superior to oral midazolam (0.5 mg-kg) for producing satisfactory

sedation for CT imaging.

Efficacy of dexmedetomidine as an adjuvant to ropivacaine in pediatric caudal epidural

block.

Kamal M}, Mohammed § Meena $, Singariya G, Kumar R, Chauhan D5

CONTEXT:

Caudal analgesia is a reliable and an easy method to provide intraoperative and postoperative
analgesia for infraumbilical surgeries in pediatric population il tve disadvantage of short
duration of action after single injection. Many additives were used in combination with local
anesthetics in the caudal block to prolong the postoperative analgesia.

AlIM:

We compared the analgesic effects and side effectsxhedetomidine added to ropivacaine in
pediatric patients undergoing lower abdominal surgeries.

SETTINGS AND DESIGN:

Doubleblinded randomized controlled trial.

MATERIALS AND METHODS:

Sixty patients (210 years) were evenly and randomly assigned intogr@ups in a double

blinded manner. After sevoflurane in oxygen anesthesieh patient received a single caudal
dose of ropivacaine 0.25% (1 ml/kg) combined
normal saline 0.5 ml, or corresponding volume of normalaine according to group

assignment. Hemodynamic variables, ¢iddl sevoflurane, and emergence time were

monitored. Postoperative analgesia, requirement of additional analgesic, sedation, and side
effects were assessed during the first 24 h.

RESULTS:

The duration of postoperative analgesia was significantly loriyerQ.001) and total

consumption of rescue analgesic was significantly lower in Group RD compared with Group R
(P < 0.05). Group RD have better quality of sleep and prolonged duration abse@at

0.001). No significant difference was observed in the incidence of hemodynamic changes or side
effects.

CONCLUSION:

Addition of dexmedetomidine to caudal ropivacaine significantly prolongs analgesia in
children undergoing lower abdominal surgeries without an increase in the incidence of

side effects

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5044720/

J Clin Anesth2016 Sep;33:329. doi: 10.1016/j.jclinane.2016.03.067. Epub 2016 May 19.
Comparison of caudal epidural block and ultrasonographyguided transversus alblominis
plane block for pain relief in children undergoing lower abdominal surgery.

Sethi N, Pant [3, Dutta A%, Koul A2, Sood 3, Chugh PP.

STUDY OBJECTIVE:
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We conducted this study to compare the efficaoyapidal epidural block (CEB) vs
ultrasonography-guided transversus abdominis plane (TAP) blockor providing

postoperative pain rielf in children scheduled for lower abdominal surgery. Whereas the
primary objective was to compare the duration of postoperative analgesia, the secondary
objectives included comparative assessment (TAP vs CEB) of quality of pain relief in the first
24hous postoperatively and rescue analgesia requirements.

DESIGN:

Randomizeetontrol, prospective, observblinded, 2arm, singlecenter comparison.

SETTING:

Operating room, postoperative recovery area.

PATIENTS:

Eighty-children, aged -Byears, of AmericaBociety of Anesthesiologists physical status /Il
scheduled to undergo unilateral lower abdominal surgery under general anesthesia.
INTERVENTIONS:

The recruited children were randomly allocated to receive geteral anesthesia either

CEB (group C, 0.75mL/kg of 0.25% bupivacaine) or ultrasonographyguided

administration of TAP block (group T, 0.5 mL/kg of 0.25% bupivacaine).

MEASUREMENTS:

Intraoperative: heart rate and noninvasive blood pressure; postoperative: pain profile, including
duration of postperative analgesia, quality of pain relief, and rescue analgesia requirements.
MAIN RESULTS:

The median duration of postoperative analgesia was significantly greater in children who
received CEB than those who were administered TAP block (group C: 362.5imutes
[172.5693.75] vs group T: 210 minutes [108.7362.5]; P<.05)No difference was found in

the incidence of postoperative pain up to 6 hours from the point of initiation of assessment
(group C: 47.2% vs group T: 55.9%; P>.0B)e children who received CEB experienced
greater incidence of pain in the 6to 24-hour postoperative interval than those

administered TAP block (group C: 75% vs group T: 44.1%; P<.05)Although there was no
difference in the rescue analgesia requirements, the number of chilsireequiring any rescue
analgesia in the first 24 hours postoperatively was significantly higher in the TAP group (group
C: n=2 vs group T: n=8; P<.05).

CONCLUSIONS:

In children undergoing lower abdominal surgery, CEB provides a significantly prolonged
duration of postoperative analgesia when compared with ultrasonoegamed TAP block.

Reg Anesth Pain Me@016 SepOct;41(5):6165. doi: 10.1097/AAP.00@000000000447.

Pudendal Versus Caudal Block in Children Undergoing Hypospadias Surgery: A

Randomized Controlled Trial.

Kendigelen B, Tutuncu AG Emre S Altindas F, Kaya G

BACKGROUND AND OBJECTIVES:

Postoperative pain management after hypospadias surgery is often challenging. Caudal block is
used for analgesia but has limitations. This study compares the analgesic efficipadgradal

block with that of caudal block in pediatric patients undergoing hypospadias repair surgery.
METHODS:

This prospective, doublelind, randomized, controlled study enrolled 84 patients receiving
pudendal block or caudal block before hypospadiegesy. In the pudendal group, the pudendal
nerve was identified using a nerve stimulator, and the block consisted of 0.25% bupivacaine 0.5
mL/kg. In the caudal group, the caudal block used 0.2% bupivacaine 1 mL/kg. Our primary
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outcome was pain intensity thin 24 hours postoperatively. The trial was registered at
ClinicalTrials.gov (numbeMNCT0239038%

RESULTS:

For the primary outcom@atients in the pudendal grouphad lower postoperative pain

intensity when compared with the caudal group (P < 0.001Three patients in the pudendal
group and all of the patients in the caudal group needed additional analgesia within 24 hours
after the surgery (P < 0.001). The fansBtisfaction rate was significantly higher in the
pudendal group (P < 0.001).

CONCLUSIONS:

For the pudendal group, the pain scores for the first 24 hours after the surgery were significantly
lower and the duration of analgesia was longer.

Indian J Anaesti2017 Apr;61(4):326331. doi: 10.4103/ija.lJA_541 15.

Comparative evaluati on scbpeadndMillersblgdeinopt i c al L
paediatric patients undergoing elective surgery requiring tracheal intubation: A

randomized, controlled trial.

Das B, Samanta A Mitra St, Jamil SN.

BACKGROUND AND AIMS:

The AirtraqE optical | aryngoscope is the onl
patients besides ttidre-optic bronchoscope. We hypothesized that intubation would be easier
with AirtragqE compared to Miller blade. Henc:
laryngoscope as intubation devices in paediatric patients.

METHODS:

This prospective, randomizetudy was conducted in a tertiary care teaching hospital. Sixty

children belonging to American Society of Anesthesiologists' Grdldaded 210 years,

posted for routine surgery requiring tracheal intubation were randomly allocated to undergo
intubation using a Miller= 3 0) o r n=A30)darymgasqoie. The primary outcome

measure was time of intubation. We also measured ease of intubation, number of attempts,
percentage of glottic opening score (POGO), haemodynamic changes and airway trauma.

Student t test was used to analyse parametric data.

RESULTS:

Intubation time was comparable between Miller's laryngoscope (15.13 = 1.33s) compared to
AirtragE ( 1P=®&29)THe nunbet & first gnd second attempts at intubation
were25and5fo t he Mil |l er | aryngoscopeMeadiandisual9 and
anal ogue score (VAS) for ease of intubation
group. The median POGO score was 75 i R=the Mi
0.01). Haemodynamic changes were maximum and most significant immediately and 1 min

after intubation. Airway trauma occurred in three patients (9.09%) in Miller group and one
patient (3.33% in AirtraqE group.

CONCLUSION:

The AirtraqgE r ed wachea intubatien addidégfeé af haéntogynamic

stimulation compared to the Miller laryngoscope in paediatric patients.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC54 D37

Indian J Pediatr2017 Apr 5. doi: 10.1007/s12098.7-2335z. [Epub ahead of print]
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Efficacy of Flippits to Reduce Pain in Children during Venipuncture- A Randomized
Controlled Trial.

Risaw L}, Narang K, Thakur J$, Ghai S, Kaur S, Bharti B,

OBJECTIVES:

To investigate thefficacy of distraction by flippits/distraction cards in relieving pain
associated with pediatric venipuncture process in young children

METHODS:

This studywas a prospective, ndrlinded, randomized controlled trial. The sample consisted of
210 children aged 4 to 6 y undergoing phlebotomy in the sampling room of the Advanced
Pediatric Center outpatient department and were randomly assigned to control reedtiote
groups. Latter were exposed to distraction using flippits/distraction cards during the procedure.
Pain was assessed for both groups by using FLACC (Face Legs Activity Cry Consolability)
behavior pain assessment scale. In addition, proceduralvpaialso assessed by Wong Bakers
Faces Pain Scale (WBFPS) using children and parents' report.

RESULTS:

Flippits (distraction cards) had a significant effect on behavioral response to pain in children
during blood sampling as evidenced by lower mean maires in the intervention group

(2.75£ 0.97) as compared to the control group (Z2485) as per FLACC behavioral pain

assessment scale<€®.001). Parents and self reported pain as per Wong Baker Faces Pain Scale

was also lower in the intervention ggas compared to the control group<(p.001). Odds of
severe pain/discomfort (total pain scor&®) were 2.5 times higher in controls as compared
to the intervention group (OR 2.5; 95% CI: 1-4@5) (P 0.002).

CONCLUSIONS:

The use of simple distraotn technique using flippits can significantly relieve the pain
associated with blood sampling in children.

Intensive care
(See also: Treatment of severe malaria; Intravenous fluids)

Pediatr Crit Care Me®016 Nov;17(11):e502512.

Double-Blind Randomized Clinical Trial Comparing Dopamine and Epinephrine in

Pediatric Fluid-Refractory Hypotensive Septic Shock.

Ramaswamy KN, Singhi § Jayashree VBansal A Nallasamy K

OBJECTIVE:

We compared efficacy of dopamine and epinephrine adifiessvasoactive therapy in achieving
resolution of shock in fluidefractory hypotensive cold septic shock.

DESIGN:

Doubleblind, pilot, randomized controlled study.

SETTING:

Pediatric emergency and ICU of a tertiary care teaching hospital.

PATIENTS:

Consecutive children 3 months to 12 years old, with ftefdactory hypotensive septic shock,
were enrolled between July 2013 and December 2014.

INTERVENTION:

Enrolledchildren were randomized to receive either dopamine (in incremental doses, 10 to
15 to 20 eg/kg/ min) or epinephrine (0.1 to
of shock were achievedAfter reaching maximum doses of test drugs, dpeel vasoacte

was started as per discretion of treating team. Primary outcome was resolution of shock within
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first hour of resuscitation. The study was registered (CTRI/2014/02/004393) and was approved
by institute ethics committee.

MEASUREMENTS AND MAIN RESULTS:

We enrolled 29 children in epinephrine group and 31 in dopamine gresplution of shock

within first hour was achieved in greater proportion of children receiving epinephrine (n =

12; 41%) than dopamine (n = 4; 13%) (odds ratio, 4.8; 95% ClI, 1:37.2; p= 0.019); the

trend persisted even at 6 hours (48.3% vs 29%; p = 0.184hildren in epinephrine group

had lower Sequential Organ Function Assessment score on day 3 (8 vs 12; p = 0.05) and more
organ failurefree days (24 vs 20 d; p = 0.022). No significdifference in adverse events

(16.1% vs 13.8%; p = 0.80) and mortality (58.1% vs 48.3%; p = 0.605) was observed between
the two groups.

CONCLUSION:

Epinephrine is more effective than dopamine in achieving resolution of fluidefractory
hypotensive cold kock within the first hour of resuscitation and improving organ

functions.

Antibiotic resistance

Asthma and chronic lung disease

Ann Thorac Med2016 OctDec;11(4):283288.

Ketamine versus aminophylline for acute asthma in children: A randomized, controlled

trial.

Tiwari A, Guglani \#, Jat KR.

BACKGROUND:

There is a lack of consensus regarding sedimectherapy in children with acute asthma who
fail to the standard therapy. Ketamine had bronchodilator property and may be useful in the
treatment of acute asthma.

OBJECTIVE:

The objective of this study was to evaluate the efficacy and safety of ketamine as compared to
aminophylline in children with acute asthma who respond poorly to the standard therapy.
METHODS:

This randomized controlled trial included patients withte@sthma having Pexdric
Respiratory Assessment Measure (PRAM) score
patients received either intravenous (IV) ketamine or IV aminophylline Primary outcome
measure was change in PRAM score at the end of intervention. Secondary®uteasures
included adverse effects, change iR@d PCQ, need for mechanical ventilation, and duration
of hospital stay.

RESULTS:

The trial included 24 patients each in ketamine and aminophylline groups. The baseline
parameters were similar betwetbie groupsThe primary outcome was similar in both the
groups with a change in PRAM score of 4.00 + 1.25 and 4.17 + 1.6850.699) in ketamine
and aminophylline groups, respectively The secondary outcomes were not different between
the groups.

CONCLUSION:

Ketamine and aminophylline were equally effective for children with acute asthma who
responded poorly to the standard therapy.
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Free accessittps://www.ncbi.nlm.nih.gov/pmc/artiddéPMC5070438/

Community health workers and health education

Reprod Health2016 Oct 3;13(1):126.

Supportive supervision for volunteers to deliver reproductive health education: a cluster
randomized trial.

Singh O}, Negin %, Orach CG, Cumming R.

BACKGROUND:

Community Health Volunteers (CHVs) can be effective in improving pregnancy and newborn
outcomes through community education. Inadequate supervision of CHVsewtie¢hto poor
planning, irregular visits, or ineffective supervisory methods, is, however, recognized as a
weakness in many programs. There has been little research on best practice supervisory or
accompaniment models.

METHODS:

From March 2014 to FebruaR015 a proof of concept study was conducted to compare
training alone versus training and supporti vz
effectiveness of CHVs (n = 82) to deliver ed:
planning and hygiene The pairmatched cluster randomized trial was conducted in eight

villages (four intervention and four control) in Budondo-solinty in Jinja, Uganda.

RESULTS:

Increases in desired behaviors were seen in both the intervention and control arms ovey the stud
period. Both arms showed high retention rates of CHVE4RAt 1 year follow-up there was

a significantly higher prevalence of installed and functioning tippy taps for hand washing

(p < 0.002) in t he%)ithan centro @llaged (b%). AMliodtcbonreeges (47
and process measures related to homasits to homes with pregnant women and newborn

babies favored the intervention villagesThe CHVs in both groups implemented what they

learnt and were role models in the community.

CONCLUSIONS:

A team of CHVs and CHWs can facilitate families accessing reproductive health care by
addressing cultural nornand scientific misconceptiondaving a team of 2 CHWSs to 40

CHVs enables close to community access to information, conversation and services

Supportive supervision involves creating atlreatening, empowering environment in which

both the CHV and thsupervising CHW learn together and overcome obstacles that might
otherwise demotivate the CHV. While the results seem promising for added value with
supportive supervision for CHVs undertaking reproductive health activities, further research on

a larger sale will be needed to substantiate the effect.

KEYWORDS:

Accompaniment; CHVs; CHWs; Community Health Volunteers; Community Health Workers;
Empowerment; Maternal and Newborn Health; Neonatal health; Pregnancy; Supportive
supervision

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5048471/

Science2016 Oct 7;354(6308). pii: aaf7384.
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The impact of training informal health care providers in India: A randomized controlled

trial.

Das }2 Chowdhury &, Hussam R, Banerjee AV.

Abstract

Health care providers without formal medical qualifications provide more than 70% of all
primary cae in rural India. Training these informal providers may be one way to improve the
quality of care where few alternatives exist. We report on a randomized controlled trial
assessing a program that provided 72 sessions of training over 9 months to 1581 inform
providers (out of 304). Using standardized patients ("mystery clients"), we assessed clinical
practice for three different conditions to which both providers and trainers were blinded during
the intervention, representative of the range of conditicatsthiese providers normally diagnose
and treat. Training increased correct case management by 7.9 percentage points (14.2%) but did
not affect the use of unnecessary medicines and antibiotics. At a program cost of $175 per
trainee, our results suggest thailtitopic medical training offers an effective shaosh strategy

to improve health care.

Am J Trop Med Hyg2016 Dec 7;95(6):1398408. Eub 2016 Oct 31.

Referral Patterns of Community Health Workers Diagnosing and Treating Malaria:
Cluster-Randomized Trials in Two Areas of High and Low-Malaria Transmission in
Southwestern Uganda.

Lal SY, Ndyomugenyi R, Magnussen ¥, HanserkKS®, Alexander ND, Paintain [°,

Chandramohan DClarke SE.

Abstract

Malariazendemic countries have implemented community health worker (CHW) programs to
provide malaria diagnosis and treatment to populations living beyond the reach of health
systems. However, there is limited evidence dest the referral practices of CHWs. We
examined the impact of malaria rapid diagnostic tests (MRDTs) on CHW referral in two-cluster
randomized trials, one conducted in a modetata@igh malaria transmission setting and one in

a lowtransmission settingp Uganda, between January 2010 and July 2012. All CHWs were
trained to prescribe artemisiabased combination therapy (ACT) for malaria and recognize
signs and symptoms for referral to health centekd/Vs in the control arm used a

presumptive diagnosisor malaria based on clinical symptoms, whereas intervention arm
CHWSs used mRDTs.CHWs recorded ACT prescriptions, mRDT results, and referral in patient
registers. An intentioto-treat analysis was undertaken using multivariable logistic regression.
Refaral was more frequent in the intervention arm versus the control arm (metienigé
transmission, P < 0.001; low transmission, P < 0.001). Despite this increase, referral advice was
not always given when ACTs or prereferral rectal artesunate wereipeesd 4% prescribed

rectal artesunate in the moderatehigh setting were not referred. In addition, CHWs

considered factors alongside mRDTs when referring. Child visits during the weekends or the
rainy season were less likely to be referred, wheresits ¥o CHWs more distant from health
centers were more likely to be referred (low transmission o@hkt)WVs using mRDTs and

ACTs increased referral compared with CHWs using a presumptive diagnosigo address
these concerns, referral training should belesjzed in CHW programs as they are scaled

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5154457/
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Am J Trop Med Hyg2017 Feb 8;96(2):50%10. doi: 10.4269/ajtmh.16126. Epub 2016 Nov

28.

Credit with Health Education in Benin: A Cluster Randomized Trial Examining Impacts

on Knowledge and Behavior.

# Karlan D23 Thuysbaert B? Gray B.

Abstract

We evaluate whether health education integrated into micribtgading groups reduces health
risks by improving health knowledge and s&lported behaviors among urban and rural
borrowers in eastern Benin. In 2007, we randomly assigned 138 villages in the Plateau region of
Benin to one of four variations of a gmtability credit product, varying lending groups'

gender composition and/or inclusion of health education using a 2 x 2 design. Women in
villages receiving health education, regardless of gender composition of the groups, showed
improved knowledge of matia and of human immunodeficiency virus/acquired
immunodeficiency syndrome (HIV/AIDS), but not of childhood iliness danger signs. No
significant changes in health behavior were observed except an increase in HIV/AIDS
prevention behavior, a result predosatly driven by an increase in respondents-isgibrted
ability to procure a condom, likely an indicator of increased perceived access rather than
improved preventative behavior. Women in villages assigned to ngeleder groups had
significantly lower évels of social capital, compared with villages assigned to feomdye

groups. This suggests there may be an important-tfide consider for interventions seeking
improved health outcomes and social capital through provision of services togeixee

groups. Although bundling health education with microcredit can expand health education
coverage and lower servickelivery costs, the approach may not be sufficient to improve health
behaviors.

BMC Public Health2017 Jan 19;17(1):95. doi: 10.1186/s1283%-3991-z.

Effects of community health volunteers on infectious diseases of children under five in

Volta Region, Ghana: study protocol for a cluster randomized controlled trial.

Ma Y%, Kim H? Cho Y, Lee }, Degley JK¥, Adam AG', Lee G, Lee H, Cha S,
BACKGROUND:

In many low and middleincome countries, community health volunteers (CHVs) are employed
as a key element ¢ie public health system in rural areas with poor accessibility. However, few
studies have assessed the effectiveness of CHVs in improving child healthSatsardan Africa
through randomized controlled trials. The present study aims to measure theafripedth
promotion and case management implemented by CHVs on the health ebuiileiren in
Ghana.

METHODS/DESIGN:

This study presents the protocol of a clusgerdomized controlled trial assessing the impacts of
CHVs, in which the community was e as the randomization unit. A phaselesign will be
adopted, and the intervention arm will be implemented in the intervention arm during the first
phase and in the control arm during the second phiageekey intervention is the deployment

of CHVs, whoprovide health education, provide oral rehydration solutions and zinc

tablets to children with diarrhea, and diagnose malaria using a thermometer and a rapid
diagnostic test kit during home visits.The primary endpoints of the study are fievalence

of diarrhea and fever/malaria in children under 5years of age, as well as the proportion of
affected children receiving case management for diarrhea and malari&d he first and second
rounds of household surveys to collect data will be conducted in thptfase, and the final
round will be conducted during the second phase.

DISCUSSION:
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With growing attention paid to the roles of CHVs as an essential part of the community health
system in lowincome countries, this study will contribute valuable informatthe body of
knowledge on the effects of CHVs.

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5244532/

Dengue
(see Vaccinesdengue)

PLoS Negl Trop Dis2016 Nov 7;10(11):e0005106. doi: 10.1371/journal.pntd.0005106.
eCollection 2016 Nov.

A Cluster-Randomized Controlled Trial to Reduce Diarrheal Disease and Dengue
Entomological Risk Factors in Rural Primary Schools in Colombia.

Overgaard H323 Alexander N, Matiz MI®, Jaramillo JF, Olano VA®, Vargas S, Sarmiento

D®, Lenhart A7, Sterstrom TA.

BACKGROUND:

As many neglected tropical diseases aremtemic and have common risk factors, integrated
control can efficiently reduce disease burden and relieve resstnateed public health

budgets. Diarrheal diseases and dengue fevenaja global health problems sharing common

risk factors in water storage containers. Where provision of clean water is inadequate, water
storage is crucial. Fecal contamination of stored water is a common source of diarrheal iliness,
but stored water algarovides breeding sites for dengue vector mosquitogsgrating

improved water management and educational strategies for both diseases in the school
environment can potentially improve the health situation for students and the larger

community. The objetive of this trial was to investigate whether interventions targeting

diarrhea and dengue risk factors would significantly reduce absence due to diarrheal disease and
dengue entomological risk factors in schools.

METHODOLOGY/PRINCIPAL FINDINGS:

A factorial cluster randomized controlled trial was carried out in 34 rural primary schools (1,301
pupils) in La Mesa and Anapoima municipalities, Cundinamarca, Colo®thaols were

randomized to one of four study arms: diarrhea interventions (DIA), dengue intergntions

(DEN), combined diarrhea and dengue interventions (DIADEN), and control (CON).
Interventions had no apparent effect on pupil school absence due to diarrheal disease (p = 0.45)
or on adult female Aedes aegypti density (p = 0.32) (primary outcorl@sever, the dengue
interventions reduced the Breteau Index on average by 78% (p = 0.029), with Breteau indices of
10.8 and 6.2 in the DEN and DIADEN arms, respectively compared to 37.5 and 46.9 in the DIA
and CON arms, respectively. The diarrhea intefeestimproved water quality as assessed by

the amount of Escherichia coli colony forming units (CFU); the ratio of Williams mean E. coli
CFU being 0.22, or 78% reduction (p = 0.008).

CONCLUSIONS/SIGNIFICANCE:

Integrated control of dengue and diarrheart@ser been conducted befoféis trial presents

an example for application of control strategies that may affect both diseases and the first

study to apply such an approach in school setting3 he interventions were well received and
highly appreciated bgtudents and teachers. An apparent absence of effect in primary outcome
indicators could be the result of pupils being exposed to risk factors outside the school area and
mosquitoes flying in from nearby uncontrolled breeding sites. Integrated intengetdrgeting

these diseases in a school context remain promising because of the reduced mosquito breeding
and improved water quality, as well as educational benefits. Howevienprove outcomes in

future integrated approaches, simultaneous interventionsy communities, in addition to
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schools, should be consideredising appropriate combinations of sigecific, effective,
acceptable, and affordable interventions.

Free accessittps://www.nchi.nim.nih.gov/pmc/articles/PMC5098800/

Development, cerebral palsy and mental health
(See alsoSchool health programandNutrition i micronutrients Adolescent healjh

J Nutr.2017 Feb;147(2):25863. doi: 10.3945/jn.116.240861. Epub 2016 Dec 28.

Large-Scale BehaviorChange Initiative for Infant and Young Child Feeding Advanced
Language and Motor Developnent in a ClusterRandomized Program Evaluation in
Bangladesh.

BACKGROUND:

Promoting adequate nutrition through interventions to improve infant and young child feeding
(I'YCF) has the potential to contribute to child development.

OBJECTIVE:

We examined Wether an intensive intervention package that was aimed at improving IYCF at
scale through the Alive & Thrive initiative in Bangladesh also advanced language and gross
motor development, and whether advancements in language and gross motor development were
explained through improved complementary feeding.

METHODS:

A clusterrandomized design compared 2 intervention packagesisive interpersonal

counseling on IYCF, mass media campaign, and community mobilization (intensive)
compared with usual nutrition counseling and mass media campaigimonintensive).

Twenty subdistricts were randomly assigned to receive either the intensive or the nonintensive
intervention. Household surveys were conducted at baseline (2010) and at endline (2014) in the
same communigis (n =y 4000 children aged-87.9 mo for each round). Child development

was measured by asking mothers if their child had reached each of multiple milestones, with
some observed. Linear regression accounting for clustering was used to derive d#ference
differences (DID) impact estimates, and path analysis was used to examine developmental
advancement through indicators of improved IYCF and other factors.

RESULTS:

The DID in language development between intensive and nonintensive groups was 1.05
milestones (P ©.001) among children agee23.9 mo and 0.76 milestones (P = 0.038) among
children aged 2417.9 mo. For gross motor development, the DID was 0.85 milestones (P =
0.035) among children aged?3.9 mo. The differences observed corresponded toaagesex
adjusted effect sizes of 0.35 for language and 0.23 for gross motor development. Developmental
advancement at-B3.9 mo was patrtially explained through improved minimum dietary diversity
and the consumption of iremch food.

CONCLUSIONS:

Intensive IYCF ntervention differentially advanced language and gross motor development,
which was patrtially explained through improved complementary feeding. Measuring a diverse
set of child outcomes, including functional outcomes such as child development, is important
when evaluating integrated nutrition programs.

Free accessittp://jn.nutrition.org/content/147/2/256.long
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J Child Psychol Psychiatr2016 Dec;57(12):1370379. doi: 10.1111/jcpp.12605. Epub 2016
Jul 28.

Randomized controlled trial of a booksharing intervention in a deprived South African
community: effects on carerinfant interactions, and their relation to infant cognitive and
socioemotional outcome.

Murray L?3 De Pascalis 1, Tomlinson M, Vally Z%, Dadomo H, MacLachlan B, Woodward
C®, Cooper P923

BACKGROUND:

Consistent with evidence from highcome countries (HICs), we previgly showed that, in an
informal periurban settlement in a lemiddle income country, training parents in book sharing
with their infants benefitted infant language and attention (Vally, Murray, Tomlinson, &
Cooper, ). Here, we investigated whether thesehts were explained by improvements in
carerinfant interactions in both boedharing and noihook-sharing contexts. We also explored
whether infant socioemotional development benefitted from book sharing.

METHODS:

We conducted a randomized controltadl in Khayelitsha, South AfricaCarers of 1416-
month-old infants were randomized to 8veeks' training in book sharing (n=49) or a wait
list control group (n = 42).In addition to the cognitive measures reported previously,
independent assessmentgevmade at base line and follay of caretinfant interactions
during book sharing and toy play. Assessments were also made, atdipllomly, of infant
prosocial behaviour in a 'help task’, and of infant imitation of doll characters' nonsocial actions
and an interpersonal interaction. Eightyo carerinfant pairs (90%) were assessed at foligowv
(Trial registration ISRCTN39953901).

RESULTS:

Carers who received the training showed significant improvements indhawing interactions
(sensitivity, elabrations, reciprocity), and, to a smaller extent, irftay interactions
(sensitivity).Infants in the intervention group showed a significantly higher rate of
prosocial behaviour, and tended to show more frequent imitation of the interpersonal
interaction. Improvements in carer behaviour during book sharing, but not during toy play,
mediated intervention effects on all infant cognitive outcomes, and tended to mediate
intervention effects on infant interpersonal imitation.

CONCLUSIONS:

Training in book sharing, a simple, inexpensive intervention that has been shown to
benefit infant cognitive development in a lowmiddle income country, also shows promise
for improving infant socioemotional outcomes in this contextBenefits are mediated by
improvements ircarerinfant interactions, particularly in boedharing contexts.

Res Dev Disabil2016 Sep;56:1-28. doi: 10.1016/j.ridd.2016.05.015. Epub 2016 May 31.
The effect of parent education program for preschool children with developmental
disabilities: A randomized controlled trial.

Leung &, Chan &, Lam T3, Yau §, Tsang $.

AlM:

This study aimed to evaluate the efficacy of a parent education program, the Happy Parenting
program, for Chinese preschool children with developmental disabilities.

METHODS:

This study adopted randomized controlled ti@sign without blinding. Participants were
randomized into intervention group (n=62) who were offered the Happy Parenting program
delivered by educational psychologists and trainee educational psychologists, and a control
group (n=57) who were offered arpat talk after the intervention group had completed
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treatment. Parent participants were requested to complete questionnaires on their children's
behavior, their parenting stress, and discipline strategies.

RESULTS:

Analysis was by intentioto-treat. Theresults indicated significant decrease in child problem
behaviors, parenting stress and dysfunctional discipline strategies in the intervention group at
postintervention.

CONCLUSION:

This study provided promising evidence on the effectiveness of at gaheration program, the
Happy Parenting program, for Chinese preschool children with developmental disabilities.

Dev Neurorehabil2017 Apr;20(3):1151.20. doi:10.3109/17518423.2015.1116635. Epub 2016
Feb 18.

Short-term balance training with computer-based feedback in children with cerebral

palsy: A feasibility and pilot randomized trial.

Saxena § Rao BK?, Senthil KI?.

OBJECTIVE:

To assess the feasibility of using shi@tm balance training with computkased visual

feedback (BTVF) and its effect on standingdwate in children with bilateral spastic cerebral

palsy (BSCP).

METHODS:

Out of the fourteen children with BSCP (mean age = 10.31 years), seven children received four
sessions of BTVF (two such sessions/day, each session = 15 min) in comparison taadhe cont
group that received standard care. Feasibility was measured as percentages of recruitment,
retention and safety and balance was measured using a posturography machine as sway velocity
(m/s) and velocity moment (nfjsduring quiet standing.

RESULTS:

No serious adverse events occurred in either group. There were no differences in the retention
percentages and in any clinical outcome measure between both groups.

CONCLUSION:

Use of BTVF is feasible in children with BSCP but further investigation is redjtir estimate a
doseeffect relationship.

JMIR Res Proto2017 May 18;6(5):€93. doi: 10.2196/resprot.6846.

The Effectiveness of a Computer GamBased Rehabilitation Platform for Children With
Cerebral Palsy: Protocol for a Randomized Clinical Trial.

Kanitkar AL, Szturm P, Parmar § Gandhi DB, Rempel GR, Restall G, Sharma M, Narayan

A’ Pardian J, Naik N8, Savad#i RR®, Kamate MA®.

BACKGROUND:

It is difficult to engage young children with cerebral palsy (CP) in repetitive, tedious therapy. As
sud, there is a need for innovative approaches and tools to motivate these children. We
developed the loveost, computer garAgased rehabilitation platform CGR that combines fine
manipulation and gross movement exercises with attention and planning gasitiescti
appropriate for young children with CP.

OBJECTIVE:

The objective of this study is to provide evidence of the therapeutic value of CGR to improve
upper extremity (UE) motor function for children with CP.

METHODS:
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This randomized controlled, singldind, clinical trial with an active control arm will be

conducted at 4 sites. Children diagnosed with CP between the ages of 4 and 10 years old with
moderate UE impairments and fine motor control abnormalities will be recruited.

RESULTS:

We will test thedifference between experimental and control groups using the Quality of Upper
Extremity Skills Test (QUEST) and Peabody Developmental Motor Scales, Second Edition
(PDMS-2) outcome measures. The parents of the children and the therapist experiences with th
interventions and tools will be explored using ssinictured interviews using the qualitative
description approach.

CONCLUSIONS:

This research protocaol, if effective, will provide evidence for the therapeutic value and
feasibility of CGR in the pediat rehabilitation of UE function.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5454217/

Biomed Pharmacothe?2017 Mar;87:62835. doi: 10.1016/j.biopha.2017.01.005. Epub 2017
Jan 10.

Comparative study of therapeutic response to baclofen vs fmrisone in spasticity.

Agarwal S, Patel P, Shah N, Patel BM-.

BACKGROUND:

Spasticity from the upper motor neuron syndrome can result from a variety of conditions
affecting the cortex or spinal cord. Some of the more common conditions associated with
spasticity include spinal cord injury, cerebral patsy] posistroke syndrome. In this study we
compared the efficacy and safety of baclofen vs tolperisone in spasticine hundred fifty
patients with cerebral palsy or post stroke or spinal cord injury associated spasticity were
enrolled in present stud@roup | comprised of Sevenfive patients receiving baclofen and

group Il comprised of 75 patients receiving tolperisone. For efficacy measurement 4 evaluation
methods were used, 1) Modified Ashworth Scale for muscle tone, 2) Medical research council
scde for muscle strength and 3) Barthel Index for functional outcome 4) Coefficient of efficacy.
In efficacy evaluation, both groups showed significant improvement in muscle tone, muscle
strength and functional outcome at week §Group I, 1.55+0.053, 2.79+@182, 59.31+1.32;

Group I, 1.57+0.053, 3.04+0.032, 73+1.32 respectively). In between the group analysis, there
was no significant difference in muscle tone improvement in both the groups after 6 weeks
(Group 1, 1.055+£0.053 vs Group Il, 1.57+£0.053, p>0.@pup Il showed nogignificant but
greater improvement in muscle strength (Week 6; Group |, 2.79+0.032 vs Group Il, 3.04+0.032,
p>0.07). Improvement in functional outcomes was greater in group Il as compared to group |
(Group 1, 59.31+1.32 vs Group 113#1.32, p<0.05). Overall efficacy coefficient was greater for
group Il (3.6) as compared to group | (2Baclofen showed more side effects compared to
tolperisone in, asthenia being the most frequent. Tolperisone offers greater improvement

in activities of daily living compared to baclofen.Tolperisone is more tolerable drug as
compared to baclofen.

PLoS Med2017 Feb 28;14(2):1002237. doi: 10.1371/journal.pmed.1002237. eColl201id@
Feb.

Serotonin transporter gene (SLC6A4) polymorphism and susceptibility to a homeisiting
maternal-infant attachment intervention delivered by community health workers in South
Africa: Reanalysis of a randomized controlled trial.
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Morgan B3 Kumsta R, Fearon P, Moser [, Skeen & Cooper B8 Murray L% Moran

G?®, Tomlinson M.

BACKGROUND:

Clear recognition of the damaging effects of poverty on early childhocelajexwent has fueled

an interest in interventions aimed at mitigating these harmful consequences. Psychosocial
interventions aimed at alleviating the negative impacts of poverty on children are frequently
shown to be of benefit, but effect sizes are typicahall to moderate. However, averaging
outcomes over an entire sample, as is typically done, could underestimate efficacy because
weaker effects on less susceptible individuals would dilute estimation of effects on those more
disposed to respond. Thisidy investigates whether a genetic polymorphism of the serotonin
transporter gene moderates susceptibility to a psychosocial intervention.

METHODS AND FINDINGS:

We reanalyzed data from a randomized controlled trial of a hasiteng program delivered by
community health workers in a black, isiXhesaeaking population in Khayelitsha, South

Africa. The intervention, designed to enhance matenfaht attachment, began in the third
trimester and continued until 6 mo postpartum. Implemented between A@@ilat@l February
2003,the intervention comprised 16 home visits delivered to 220 mothénfant dyads by
specially trained community health workers A control group of 229 motheanfant dyads did

not receive the intervention. Security of matetinént atachment was the main outcome
measured at infant age 18 n@ompared to controls, infants in the intervention group were
significantly more likely to be securely attached to their primary caregiver(odds ratio [OR]

= 1.7, p = 0.029, 95% CI [1.06, 2.76], dD=29). After the trial, 162 intervention and 172 control
group children were reenrolled in a follayp study at 13 y of age (December 2{1lde 2014).

At this time, DNA collected from 279 children (134 intervention and 145 control) was
genotyped for a comon serotonin transporter polymorphism. There were both genetic data and
attachment security data for 220 children (110 intervention and 110 control), of whom 40% (44
intervention and 45 control) carried at least one short allele of the serotonin trangpos.

For these 220 individuals, carrying at least one short allele of the serotonin transporter gene was
associated with a 26% higher rate of attachment security relative to controls (OR = 3.86, p =
0.008, 95% CI[1.42, 10.51], d = 0.75), whereas tiaere a negligible (1%) difference in

security between intervention and control group individuals carrying only the long allele (OR =
0.95, p = 0.89, 95% CI[0.45, 2.01], d = 0.03). Expressed in terms of absolute risk, for those
with the short allele, therpbability of secure attachment being observed in the intervention
group was 84% (95% CI [73%, 95%]), compared to 58% (95% CI [43%, 72%]) in the control
group. For those with two copies of the long allele, 70% (95% CI [59%, 81%]) were secure in
the intervation group, compared to 71% (95% CI [60%, 82%]) of infants in the control group.
Controlling for sex, maternal genotype, and indices of socioeconomic adversity (housing,
employment, education, electricity, water) did not change these results. A limaatlos

study is that we were only able to reenroll 49% of the original sample randomized to the
intervention and control conditions. Attribution of the primary outcome to causal effects of
intervention in the present subsample should therefore be trgitihechution.

CONCLUSIONS:

When infant genotype for serotonin transporter polymorphism was taken into account, the effect
size of a maternahfant attachment intervention targeting impoverished pregnant women
increased more than 2t6ld when only shorallele carriers were considered (from d = 0.29 for

all individuals irrespective of genotype to d = 0.75) and decreasédl@hen only those

carrying two copies of the long allele were considered (from d = 0.29 for all individuals to d =
0.03).Geneticdifferential susceptibility means that averaging across all participants is a
misleading index of efficacyThe study raises questions about how petr@kers deal with the
challenge of balancing equity (equal treatment for all) and efficacy (treatinghasly whose
genes render them likely to benefit) when implementing psychosocial interventions.
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Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5330451/

Comment

It is an unusial way to explain or analyse the results of an RCT, especially for a community
based psychological intervention designed to improve mantifeent attachmentwhat seems

like a universal requirement. The analogy with dtbgrapieswhichmay bemore or less
effective in people with certain genetic polymorphisms is well establisseelially in cancer
treatment, buincreasing in the literaturavith evidence that thigpplies to some extent the
treatment otuberculosis and malaria.

Prev Sci2017 Jan;18(1):9805. doi: 10.1007/s1112016-07335.

Parent Training Programs for Ethnic Minorities: a Meta -analysis of Adaptations and

Effect.

van Mourik K!, Crone MR, de Wolff MS®, Reis R+,

Abstract

This metaanalysis focuses quarent training programs for ethnic minority families and

reports on (i) the adaptation of program content and (ii) theepsothat informs these

adaptations. Relevant studies are reviewed to determine the adaptations made and the impact of
the adaptations on parenting and child outcomes. Studies were eligible for inclusion if they
enrolled predominantly ethnic minority patenvith children aged-Q2 years, used a

randomized controlled trial design with pastervention assessments, focused on gitmaged

parent training programs and on prevention of parenting problems, and reported parenting
behavior outcomes. A total of B8udies were included in the analySike results show that

parent training programs targeting ethnic minority parents have a small but significant
effect on i mproving parenting behavior (k =
Cohen's3)d =an0d. lparent al per s pe.dMbstof thesprogréams = 8
made adaptations related to surface and deep structure sensgttiwgyams with cultural
adaptations, especially deep structure sensi i
effective in improving parenting behavior.Because only a third of the included studies

provided details on the processes that guided the adaptations made, additional studies are needed
to provide information on the process of adaptation; this will er@hkrs to learn from the
procedures that can be undertaken to culturally adapt interventions.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5236066/

Diarrhoea

(See alspVaccines and immunizatierRotavirus vaccinglygiene andnvironmental health
Malnutrition, Dengue Nutrition - Environmental enteric dysfunctipn

Indian Pediatr2016 Jul 8;53():595600.

Racecadotril in the Management of Rotavirus and No#rotavirus Diarrhea in Under -five
Children: Two Randomized, Doubleblind, Placebacontrolled Trials.

Kang &, Thuppal SV Srinivasan RSarkar R Subashini BVenugopal SSindhu K Anbu D,
Parez N Svensson | Bose A

OBJECTIVE:
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To study the effect of racecadotril on reduction in the duration of acute rotavirus and non
rotavirus diarrhea.

DESIGN:

Two randomized doublblind placebecontrolled trials.

SETTING:

Communitybased trial in an urban area in Vellore, hosghtded trial at a secondary hospital in
Vellore.

PARTICIPANTS:

199 and 130-%9 month old children in the communignd hospitabased trials, respectively.
METHODS:

Racecadtril (1.5 mg/kg/dose, thrice a day for three days) or placebo were given to manage
acute diarrhea in both trials.

MAIN OUTCOME MEASURE:

Median duration of diarrhea.

RESULTS:

Among 124 children completing the hospital trial, the median duration of dawhs 25 h in

both arms (P=0.5); median total stool weight was 74 g/kg and 53.5 g/kg in racecadotril group
and placebo group, respectively (P=0.4); and average fluid intake per day was 3.6 mL/kg/h and
3mL/kg/h in racecadotril and placebo arms, respegti{fe+0.3). Among rotavirupositive

children, median duration of diarrhea was 26.9 h and 30.2 h in racecadotril and placebo arms,
respectively (P=0.7). In the community, 196 completed the trial, the median duration of diarrhea
was 2 days for both arms (P8P and rotavirus positive children had similar outcomes with
median diarrheal duration of 3 d in both arms (P=0.4).

CONCLUSIONS:

Treatment with racecadotril did not reduce diarrheal duration, stool volume or the
requirement for fluid replacement in children with acute gastroenteritis, both with and

without rotavirus infection .

Free accessittps://www.indianpediatrics.net/july2016/595.pdf

Comment

Racecadotril (acetorphan) is an enkephabe inhibitor that may decrease intestinal
hypersecretion but not motilityThere is an evidence summary of racecedotiihenNICE
Guidelines: https://www.nice.org.uk/advice/esnmIdpter/Overview In the abovestudy in
India, racecadotril was ineffective.

J Trop Pediatr2016 Dec;62(6):464170. Epub 2016 Jun 9.

Efficacy and Safety of Saccharomyces boulardii in Acute Rotavirus Diarrhea: Double

Blind Randomized Controlled Trial from a Developing Country.

Das S, Gupta PK, Das RR.

OBJECTIVE:

To study the efficacy and safety of Saccharomyces boulardii (SB) in acute childhood rotavirus
diarrhea.

METHODS:
Children (3 months to 5 years) with Wif2fined acute watery diarrhea and stool rotavirus
positive( n = 60) were randomized into intervent

intervention group received SB (500 mg/day) 1
RESULTS:
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The median duration (hours) of diarrhea was significantly shorter in the intervention group (60

vs. 89;95%Cl-41. 2 1t6a 8) . A signi ficantly shorter du
9%B5%Cl-33. 460t®4) was also seen in the intervent
was seen for fever and vomiting. There was also no differezteeebn the two groups in the

proportion of children requiring parenteral rehydration and persistence of diarrhea lasting

beyond day 7. There was no report of any adverse events.

CONCLUSIONS:

The present trial showed that SB is effective and safe in smtatgrus diarrhea.

Comment

Saccharomyces boulardii has probiotic effects. A Cochrane review of 63 RCTs showed an
overall benefit of propbiotics on acute infectious diarrhoea in children
(http://www.cochrane.org/CD003048/INFECTN_ probiotfos-treating-acuteinfectious
diarrhoeg and a Child Health Epidemiology Reference Group also published aanalgsis:
https://bmcpublichealth.biomedcentral.com/articles/10.1186/1248813-S3S516

Cholera

PLoS Med2016 Sep 13;13(9):€1002120. dbd.1371/journal.pmed.1002120. eCollection 2016
Sep.

Potential for Controlling Cholera Using a Ring Vaccination Strateqy: Reanalysis of Data

from a Cluster-Randomized Clinical Trial.

Ali M1, Debes AK, Luguero F3, Kim DR?, Park JY, Digilio L2, Manna B, Kanungo 8, Dutta

S, Sur I, Bhattacharya SK Sack DA.

INTRODUCTION:

Vaccinating a buffeof individuals around a case (ring vaccination) has the potential to target
those who are at highest risk of infection, reducing the number of doses needed to control a
disease. We explored the potential vaccine effectiveness (VE) of oral cholera veO€ivess

for such a strategy.

METHODS AND FINDINGS:

This analysis uses existing data from a clust@domized clinical trial in which OCV or

placebo was given to 71,900 participants in Kolkata, India, from 27 July to 10 September 2006.
Cholera surveillanceras then conducted on 144,106 individuals living in the study area,
including trial participants, for 5 y following vaccination. First, we explored the risk of cholera
among contacts of cholera patients, and, second, we measured VE among individgals livin
within 25 m of cholera cases between 8 and 28 d after onset of the index case. For the first
analysis, individuals living around each index case identified duringyheesiod were

assembled using a ring to define cohorts of individuals exposed traliex cases. An index
control without cholera was randomly selected for each index case from the same population,
matched by age group, and individuals living around each index control were assembled using a
ring to define cohorts not exposed to chaleases. Cholera attack rates among the exposed and
nonexposed cohorts were compared using different distances from the index case/control to
define the rings and different time frames to define the period at risk. For the VE analysis, the
exposed cohortwere further stratified according to the level of vaccine coverage into high and
low coverage strata. Overall VE was assessed by comparing the attack rates between high and
low vaccine coverage strata irrespective of individuals' vaccination status\damedt VE was
assessed by comparing the attack rates among unvaccinated members between high and low
vaccine coverage strat@holera risk among the cohort exposed to cholera cases wagb

times higher than that among the cohort not exposed to cholerasas The risk gradually
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diminished with an increase in distance and time. The overall and indirect VE measured
between 8 and 28 d after exposure to a cholera index case during the first 2 y was 91% (95% ClI
62%-98%) and 93% (95% CI 44%0%), respectively. ¥ persisted for 5 y after vaccination

and was similar whether the index case was a young child (<5 y) or was older. Of note, this
study was a reanalysis of a cholera vaccine trial that used two doses; thus, a limitation of the
study relates to the assungstithat a single dose, if administered quickly, will induce a similar
level of total and indirect protection over the short term as did two doses.

CONCLUSIONS:

These findings suggest thagh-level protection can be achieved if individuals living close

to cholera cases are living in a high coverage rinince this was an observational study
including participants who had received two doses of vaccine (or placebo) in the clinical trial,
further studies are needed to determine whether a ring vaccinaiteygt in which vaccine is
given quickly to those living close to a case, is feasible and effective.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5021260/

Am J Trop Med Hyg2016 Dec 7;95(6):1292298. Epub 2016 Oct 10.

Promotion of Cholera Awareness Among Households of Cholera Patients: A Randomized
Controlled Trial of the Cholera-Hospital-BasedIntervention-for-7 Days (CHoBI7)
Intervention.

SaifUr-Rahman KM, Parvin T, Bhuyian St, Zohura E, Begum E, Rashid MU, Biswas SKE,
Sack [¥, Sack RB, Monira , Alam M!, Shaly N3, GeorgeCM3,

Abstract

Previous studies have demonstrated that household contacts of cholera patients are highly
susceptible to cholera infections for-aay period after the presentation of the index patient in
the hospital. However, there is no standard of ¢taprevent cholera transmission in this high
risk population. Furthermore, there is limited information available on awareness of cholera
transmission and prevention among cholera patients and their household contacts. To initiate a
standard of care fahis highrisk population, we developed the Chol¢taspitatBased
Interventionfor-7-Days (CHoBI7), which delivers a handwashing with soap and water
treatment intervention to household contacts during the time they spend with the admitted
cholera patienin the hospital and reinforces these messages through home visits. To test
CHoBI7, we conducted a randomized controlled trial anB8®)jintervention cholera patient
household members and 302 control cholera patient household members in Dhaka,
Bangladesh In this study, we evaluated the effectiveness of the CHoBI7 intervention in
increasing awareness of cholera transmission and prevention, and the key times for handwashing
with soap We observed a significant increase in cholera knowledge score in the

intervention arm compared with the control arm at both the tweek follow-up {score
coefficient = 2.34 (95% confidence interval [Cl] = 1.96, 2.71)} and 6 to Ztonth follow-up
period (score coefficient = 1.59 [95% CI = 1.05, 2.13]yhis -week hospitaland homebased
intervention led to a significant increase in knowledge of cholera transmission and prevention
which was sustained 6 to 12 months gastrvention. These findings suggest that the CHoBI7
intervention presents a promising approach to increase ahml&reness among this higbk
population.

Water quality and purification
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Am J Trop Med Hyg2016 Jul 6;95(1):2396. doi: 10.4269/ajtmh.18854. Epub 2016 May

23.

Subsidized Sachet Water to Reduce Diarrheal Disease in Young Children: A Feasibility
Study in Accra, Ghana.

Wright J', Dzodzomenyo M Fink G?, Wardrop NA, Aryeetey GG, Adanu RM, Hill AG®.

Abstract

Use of drinking water sold in plastic bags (sachet water) is growing rapidly in west Africa. The
impact on water consumption and child health remains unclear, and a debate watithre éad
regulation of sachet water is ongoing. This study assessed the feasibility of providing subsidized
sachet water to lowncome urban households in Accra and measured the resultant changes in
water consumptiorA total of 86 children, 6:36 monthsof age in neighborhoods lacking

indoor piped water, were randomized to three study arms. The control group received
education about diarrhea. The second arm received vouchers for 15 L/week/child of free
water sachets (value: $0.63/week) plus education. THerd arm received vouchers for the
same water sachet volume at half price plus educatiokVater consumption was measured at
baseline and followed for 4 months thereafter. At baseline, 66 of 81 children (82%) drank only
sachet water. When given one voutbleild/week, households redeemed an average 0.94
vouchers/week/child in the fremchetvoucher arm and 0.82 vouchers/week/child in the half
price arm. No change in water consumption was observed in thprltafarm, although the

study was not powered tetect such differences. In the #sschetvoucher arm, estimated

sachet water consumption increased by 0.27 L/child/day (P = 0l8)ncrease in sachet

water consumption by children in the freesachetvoucher arm shows that provision of

fully subsidized water sachets might improve the quality of drinking water consumed by
children. Further research is needed to quantify this and any related child health impacts.

Free accessittps//www.nchi.nlm.nih.gov/pmc/articles/PMC4944696/

Ebola and viral haemorrhagic fever

N Engl J Med2016 Oct 13;375(15):1448456.

A Randomized, Controlled Trial of ZMapp for Ebola Virus Infection.

PREVAIL Il Writing Groug Multi-National PREVAIL Il Study TeanDavey RT JrDodd L,
Proschan MANeaton JNeuhaus Nordwall,Koopmeiners J3Beigel J Tierney JLane HC

Fauci AS Massaquoi MBFSahr F Malvy D.

Abstract

BACKGROUND:

Data from studies in nonhuman primates suggest that the triple monoclonal antibody cocktail
ZMapp is a promising immunreased treatment for Ebola virus disease (EVD).

METHODS:

Beginning in March 2015, weoaducted a randomized, controlled triaZdflapp plus the

current standard of care as compared with the current standard of care alone in patients

with EVD that was diagnosed in West Africa by polymerase&hain-reaction (PCR) assay

Eligible patients of anpge were randomly assigned in a 1:1 ratio to receive either the current
standard of care or the current standard of care plus three intravenous infusions of ZMapp (50
mg per kilogram of body weight, administered every third day). Patients were stratified
according to baseline PCRcwllenr eshol d value for the virus
enrollment. Oral favipiravir was part of the current standard of care in Guinea. The primary end
point was mortality at 28 days.

RESULTS:
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A total of 72 patients werenrolled at sites in Liberia, Sierra Leone, Guinea, and the United
States. Of the 71 patients who could be evaluated, 21 died, representing an overall case fatality
rate of 30%Death occurred in 13 of 35 patients (37%) who received the current standard

of care alone and in 8 of 36 patients (22%) who received the current standard of care plus
ZMapp. The observed posterior probability that ZMapp plus the current standard of care was
superior to the current standard of care alone was 91.2%, falling shioetespecified

threshold of 97.5%. Frequentist analyses yielded similar results (absolute difference in mortality
with ZMapp,-15 percentage points; 95% confidence inter&8,to 7). Baseline viral load was
strongly predictive of both mortality and m@dion of hospitalization in all age groups.
CONCLUSIONS:

In this randomized, controlled trial of a putative therapeutic agent for EVD, although the
estimated effect of ZMapp appeared to be beneficial, the result did not meet the

prespecified statisticalthreshold for efficacy. (Funded by the National Institute of Allergy and
Infectious Diseases and others; PREVAIL Il ClinicalTrials.gov numb&m02363322).

Free acesshttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5086427/

Comment

ZMapp is a combination of 3 monoclonal antibodies that bind to the surface glycoprotein of
Ebola virus.The threemonoclonal antibodiegalled c13C6, c2G4, and c4@Gxere produced

by immunizing mice with a vesicular stomatitis virus in which the glycoprotein was replaced
with that from Ebola virus. Antibodies that bound the viral glycoprotein and protected mice
frominfection were identified, antthe hireeantibodieswere made to resemble human
antibodies and produced in tobacco plants.

Endocrine disorders and bone health

J Bone Miner Re2016 Nov;31(11):2022031. doi: 10.1002/jbmr.2886. Epub 2016 Sep 7.

Optimal Dose of Calcium for Treament of Nutritional Rickets: A Randomized Controlled

Trial.

Abstract

Calcium supplementation is indicated for the treatment of nutritional rickets. Our aim was to
determine the optimal dose of calcium for treatment of children with ricRetty-five

Nigerian children with radiographically confirmed rickets were randomized to daily
supplemental calcium intake of 500 mg (n = 2:
Venous blood, radiographs, and forearm areal bone density (aBMD) were obtained ia¢ baseli

and at 8, 16, and 24 weeks after enrollment. The primary outcome was radiographic healing,

using a 1€point radiographic severity scorehe radiographic severity scores improved in

all three groups, but the rate of radiographic healing (points per mortt) was significantly

more rapid in the 1008mg (-0.29; 95% confidence interval [CI]-0.13 t0-0.45) and 2000

mg (-0.36; 95% CI1-0.19 to-0.53) supplementation groups relative to the 506hg group.

The 2000mg group did not heal more rapidly than the a@@group. Of those who completed
treatment for 24 weeks, 12 (67%), 20 (87%), and 14 (67%) in therB@0Q00BMg, and 500

mg groups, respectively, had achieved a radi
alkaline phosphatase decreased and calosigneased similarly in all groups. Forearm

diaphyseal aBMD improved significantly more rapidly in the 2e@§group than in the 500

mgand 100bng groups Dlap Iy c.adCcli)um i ntakes of 1000
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more rapid radiographic healingofri c ket s t habu60D
benefit than 1000 mg. Some chil
nutritional rickets.

Om@ mg did not
dren require |

BMC Endar Disord.2016 Nov 26;16(1):67.

A randomised, openlabelstudy of insulin glargine or neutral protamine Hagedorn insulin

in Chinese paediatric patients with type 1 diabetes mellitus.

Liu MY, Zhou 2, Yan F, Li P4 Song W, Fu .f, Chen X, Zhao W?, Xi L®°, Luo X*°, Sha L1,

Deng X1, Gong G2

Abstract

BACKGROUND:

We aimed to describe the safety and efficacy of insulin glargiGinese paediatric patients

with type 1 diabetes mellitus (T1DM). Neutral protamine Hagedorn (NPH) insulin was the
reference therapy.

METHODS:

This openrlabel, randomised, Phase Il study was conducted at 10 sites in China. Children aged
06 t gears it T1LDM were randomised (2:1) to insulin glargine or NPH insulin asbasal
insulinfor a 24week treatment period. For all patients, insulin eispas given as bolus insulin.

The primary endpoint was absolute changglyicated haemoglobin(HbA1c) from baseline to
Week 24. Secondary endpoints included the percentage of patients reaching HbAlc <7.5%
(<58.5mmol/mol), and safety. The study was regjistl at clinicaltrials.goWNCT0122313).
RESULTS:

In total,196 patients were screened, and 162 were randomised (107 and 55 patients were
randomised to insulinglargn e and NPH i nsulin, respectively)
change in HbAlevasO . 25 N-21 .6® 8 %mel/dol) & 2he insulin glargine growgnd

0. 54 N-51 56& 7 %m@/mol) 32he NPH insulin group. At Week 24, 18.7 and 21.6%
of patiens in the insulin glargine and NPH insulin groups achigvedlc <7.5%

(<58.5mmol/mol). Both treatments were generally well tolerated. A numerically lower rate of
symptomatic hypoglycaemia per patient year was observed for insulin glaegsws NPH

insui n (24.3 N 45.8 versus32.3 N 43.2); severe
CONCLUSIONS:

Initiation of insulin glargine can aid Chinese paediatric patients with TLIDM to safely reduce
their HbAlc levels.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5124261/

Enterovirus infections

Envenomation and toxins

Syst Rev2017 Apr 8;6(1):74. doi: 10.1186/s135017-04698.

Management of scorpion envenoming: a systematic review and meaaalysis of controlled
clinical trials.

Rodrigo G, Gnanathasan A

Abstract

BACKGROUND:

Scorpion stings cause an estimated 3000 dgathannum worldwide. We conducted a
systematic review of all controlled clinical trials related to scorpion sting management.
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METHODS:

We searched PubMed, EMBASE, Scopus, Web of Science and CINAHL and included
controlled prospective clinical trials (ramdzed or norrandomized). The following

interventions were assessed: adults and children with scorpion stings treated with (a) steroids vs.
placebo, (b) different methods of pain relief, (c) antivenom vs. supportive treatment, (d)
prazosin vs. supportivegatment, (e) antivenom vs. prazosin and (f) antivenom plus prazosin vs.
prazosin alone. When trials had comparative outcomes, they were combined iraa aheses.

Data was analysed with Review Manager 5. Dichotomous data were compared with relative risk
(RR), and continuous data were compared with mean differences using a fixed effect model.
There is no PROSPERO registration number for this study.

RESULTS:

Antivenom against Centruroides sp. are effective in reversing the clinical syndrome faster than
no antivenom treatment in children (RR, 0.02; 95% CI, 0.01 to 0.06; 322 participants; three
trials). Antivenom (against Mesobuthus tamulus) and prazosin combination is better than
prazosin alone for faster resolution of symptoms (mean differetz&9h; %% Cl,-14.01 to-

11.17; 173 participants; three trials).

CONCLUSIONS:

The polyvalent antivenom against Centruroides sp. in USA/Mexico and the monovalent
antivenom against M. tamulus in India are effective for rapid resolution of symptoms

Prazosin is ugal as an adebn therapy for M. tamulus stings.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5385045/

Toxicon.2016 Sep 15;120:1585. doi: 10.1016/j.toxicon.2016.08.011. Epub 2016 Aug 13.
Efficacy of intravenous hydrocortisone administeed 2-4 h prior to antivenom as

prophylaxis against adverse drug reactions to snake antivenom in Sri Lanka: An open
labelled randomized controlled trial.

Kularatne SA, Weerakoon K, Silva A%, Maduwage K, Walathara &, Rathnayake®|
Medagedara SParanagama®RMendis S, Kumarasiri P\,

Abstract

The prevention of adverse drug reactions to antivenoumsposes a formidable challenge in
the management of snakebit®/drocortisone is being used concurrently with antivenom in
order to prevent these adverse drug reactions without a proven benefitiowever, all
previous studies seemed to ignore the tesifreffectiveness of hydrocortisone therapy during
its pharmacological effects, which come hours later. On this principle, we aimed to test the
effectiveness of intravenous hydrocortisone givéna2 more prior to the commencement of
antivenom therapy teeduce adverse drug reactions to antivenom. In an-lapefied
randomized controlled trighatients with a history of snakebite were randomly assigned to
receive either 500mg intravenous hydrocortisone bolus given & or more prior to

antivenom therapy Group A) or at the time of antivenom therapy (Group B).The primary
endpoint was the reduction of adverse drug reactions to antivenom of any grade of severity
within the first 48nh. This trial has been registered with the "Sri Lanka Clinical Trials Rggistr
number SLCTR/2010/005. A total of 236 patients were randomized to group A or Grboup B.
the group A, 38 participants received hydrocortisone 2 before administration of

antivenom whilst 33 received hydrocortisone less thant2before administration of
antivenom. In the Group B, 84 participants received hydrocortisone at the time of antivenom
therapy. In Group A (n, 38), and Group B (n, 84), 15 patients (39%) and 29 patients (35%)
developed reactions respectively and the difference is not significard.698).Moreover,
hydrocortisone therapy did not significantly reduce the occurrence of antievnom reactions
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of any grade of severity Further, it didn't delay the occurrence of antivenom reactions in
patients who received hydrocortisone either mora thaor less than B before the antivenom
as opposed to the control group (grouplBixavenous hydrocortisone shows no difference
in the timing, rate or severity of adverse drug reactions to antivenom when administered
simultaneously and up to 4 prior to antivenom.

Epilepsy and acute seizures

Int J Neurosci2016 Nov;126(11):1018. doi: 10.3109/00207454.2015.1095743. Epub 2015
Oct 20.

A comparison of four antiepileptic drugs in status epilepticus: experience from India.

Misra UK, Kalita J.

PURPOSE:

We report the efficacy and safety of lorazepam (LOR), phenytoin (PHT), valproate (VPA) and
levetiracetam (LEV) adrt and second choice antiepileptic drug (AED) in status epilepticus
(SE) and their combinations in preventing refractory SE.

MATERIALS AND METHODS:

The results of our two earlier trials on SE were compared; one evaluated VPA versus PHT
(group 1) and thether LOR versus LEV (group II). In group |, additional patients were

recruited in addition to published data. The primary outcome was cessation of SE after first and
second AEDs and secondary outcome was mortality and side effects. The efficacy fafuthese
drugs as first and second choice was compared. The frequency of refractory seizure in groups |
and Il and their contributing factors were analyzed.

RESULTS:

One hundred and seventeen patients were in group | and 79 in group Il. The baseline
characteistics of the patients were similar in LOR, LEV, VPA and PHT groups. As a first
choice,LOR controlled SE in 75.1%, LEV in 76.3%, VPA in 55.4% and PHT in 44.2%
patients. As a second choice, LEV was effective in 88.9%, LOR in 70%, VPA in 74.1% and
PHT in 25% patients. Refractory SE was more frequent in group | than group 1l (29.9% versus
10.5%), however, complications and mortality were higher in group Il.

CONCLUSION:

LOR and LEV combination was superior in reducing refractory SE but at the cost of higher
complications and death.

Epilepsy Res2016 Nov;127:15259. doi: 10.1016/j.eplepsyres.2016.09.002. Epub 2016 Sep 1.
Evaluation of a simplified modified Atkins diet for use by parents with low levels of

literacy in children with refractory epilepsy: A randomized controlled trial.

Sharma § Goel $, Jain P, Agarwala A, Aneja S.

Author information

PURPOSE:

This study was planned to develop and evaluate a simpleteasgerstand variation of the
modified Atkins dietfor use by parents with low levels of literacy in children with refractory
epilepsy.

METHODS:

This study was conducted in two phases. In the first phase, a simplified version of the modified
Atkins diet was developed. In the second phase this was evhinateildren aged-24 years

who had daily seizures despite the appropriate use of at least two anticonvulsant drugs, in an
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openlabel randomizedaontrolledtrial. Children were randomized to receive either the

simplified modified Atkins diet or no dietary intervention for a period of 3 months with

the ongoing anticonvulsant medications being continued unchanged in both the groups
Reduction in seizure frequency was the primary outepraasure. Data was analyzed using
intention to treat approach. Adverdéeets were also studied. (Clinical trial identifier
NCT0189989.

RESULTS:

Forty-one children were randomly assigned to the-gietip, and 40 were assigned to the
control-group. Two patients discontinued the diet during the study périaproportion of

children with>50% seizure reduction was significantly higher in the diet group as

compared to the control group (56.1% vs 7.5%, p<0.0001)he proportion of childremwith

90% seizure reduction was also higher in the diet group (19.5% vs 2%, p=0.09). Six children in
the diet group were seizure free at 3 months compared with two in the control group (p=0.26).
At 3 months, 6 children had constipation and 5 had weight los

CONCLUSION:

A simplified version of the modified Atkins diet was developed for use by parents with low
levels literacy. This diet was found to be feasible, efficacious and well tolerated in children with
refractory epilepsy.

Comment

The Atkins diet is modified ketogenic diet, in which butter and vegetable oils provide the
necessary higiat intake. The diet allows all protein rich foods such as meat, chicken, eggs and
fish. It completely eliminates refined carbohydrates and sugars: sweets, basclidssserts.

Some carbohydrates such as bread, potatoes, rice and cereals are not allowed in the first month
of the diet, but may be introduced later when there is better seizure control.
http://www.epilepsyqueensland.com.au/modiiidnsdiet;
http://www.epilepsy.com/learn/treatirggizuresand-epilepsy/dietantherapes/modifiedatkins

diet

Hygiene, sanitation and environmental health
(See also Environmental enteropathy)

Water Res2016 Sep 1;100:2324. doi: 10.1016/j.watres.2016.05.015uBR2016 May 4.

Human fecal and pathogen exposure pathways in rural Indian villages and the effect of
increased latrine coverage.

Odagiri M, Schriewer A, Daniels ME, Wuertz S, Smith WA?, Clasen T, Schmidt WP, Jin

Y1, Torondel B, Misra PF, Panigrahi P, Jenkins M.

Abstract

Efforts to eradicate open defecation and improve samitaitcess are unlikely to achieve health
benefits unless interventions reduce microbial exposures. This study assessed human fecal
contamination and pathogen exposures in rural India, and the effect of increased sanitation
coverage on contamination and egpre ratedn a crosssectional study of 60 villages of a
cluster-randomized controlled sanitation trial in Odisha, India, human and domestic

animal fecal contamination was measured in community tubewells and ponds = 301) and

via exposure pathways momes (r= 354), using Bacteroidales microbial source tracking fecal
markers validated in India. Community water sources were further tested for diarrheal pathogens
(rotavirus, adenovirus and Vibrio cholerae by quantitative PCR; pathogenic Escherichia coli
multiplex PCR; Cryptosporidium and Giardia by immunomagnetic separation and direct
fluorescent antibody microscopy). Exposure pathways in intervention and control villages were
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compared and relationships with child diarrhea examined. Human fecal smasker rarely
detected in tubewells (2.4%, 95%CI: 81%%) and ponds (5.6%, 95%CI: 01.8.3%),
compared to homes (35.4%, 95%CI: 300Q14%). In tubewells, Vcholerae was the most
frequently detected pathogen (19.8%, 95%CI: 2&2%), followed by Giarai (14.8%,
95%CI: 10.019.7%). In ponds, Giardia was most often detected (74.5%, 95%CIi883%),
followed by pathogenic Eeoli (48.1%, 95%CI: 34-81.5%) and rotavirus (44.4%, 95%CI:
34.2-54.7%).At village-level, prevalence of fecal pathogen detectian community

drinking water sources was associated with elevated prevalence of child diarrhea within 6
weeks of testing (RR 2.13, 95%CI: 1.28.63) while within homes, higher levels of human
and animal fecal marker detection were associated with increase$ks of subsequent

child diarrhea (P = 0.044 and 0.013, respectivelyJhere was no evidence that the
intervention, which increased functional latrine coverage and use by 27 percentage points,
reduced human fecal contamination in any tested pathwath@prevalence of pathogens in
water sourcedn conclusion, the study demonstrates that (1) improved sanitation alone
may be insufficient and further interventions needed in the domestic domain to reduce
widespread human and animal fecal contamination olesved in homes, (2) pathogens
detected in tubewells indicate these sources are microbiologically unsafe for drinking and
were associated with child diarrhea, (3) domestic use of ponds heavily contaminated with
multiple pathogens presents an underecognized health risk, and (4) a 27 percentage
point increase in improved sanitation access at villagevel did not reduce detectable
human fecal and pathogen contamination in this setting

Copyright © 2016 The Authors. Published by Elsevier Ltd.. All rightemes.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4907306/

J Health Econ2016 J148:13548. doi: 10.1016/j.jhealeco.2016.03.003. Epub 2016 Apr 20.
Village sanitation and child health: Effects and external validity in a randomized field
experiment in rural India.

Hammer 3, Spears B.
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Abstract

Over a billion people worldwide defecate in the open, with important consequences for early
life health and human capital accumulation in developing countries. We eepluster

randomized controlled trial of a village sanitation intervention conducted in rural Maharashtra,
India designed to identify an effect of village sanitation on average child height, an outcome of
increasing importance to economists. We fingHact of approximately 0.3 heighfdr-age
standard deviations, which is consistent with observations and hypotheses in economic and
health literatures. We further exploit details of the planning and implementation of the
experiment to study treatment beigeneity and external validity.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4920645/
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Haematological disorders

(See als®Anaemia and iron deficiencialaria: treatmenof uncomplicated malaria for study in
sickle-cell disease patients)

Am J Hematol2017 Apr 25. doi: 10.1002/ajh.24770. [Epub ahead of print]

Feasibility trial for primary stroke prevention in children with sickle cell anemia in

Nigeria (SPIN trial).

Galadanci NA, Umar Abdullahi &, Vance LIF, Musa Tabari A Ali S* Belonwu R, Salihu

A% Amal Galadanci A Wudil Jibir B%, Bello-Manga H, Neville K& Kirkham FJ, Shyr Y,

Phillips S° Covert B\, Kassim AA?, Jordan LG, Aliyu MH '3, DeBaun MR™.

Abstract

The vast majority of children with sickle cell anemia (SCA) live in Africa, where evidence

based guidelines for primary stroke prevention are lackingano, Nigeria, we conducted a

feasibility trial to determine the acceptability of hydroxyurea therapy for primary stroke

prevention in children with abnormal transcranial Doppler (TCD) measurements Children

with SCA and abnormal nonimaging TCera s ur ements (0200 cmfs) r e
dose hydroxyurea therapy 0 mg/kg/day). A comparison group of children with TCD
measurements <200 cm/s was foll owed prospect.
families agreed to be screened, while 92% of 31) of those with abnormal TCD

measurements, enrolled in the trial. No participant elected to withdraw from the trial. The

average mean corpuscular volume increased from 85.7 fl at baseline to 95.5 fl at 24 months (not

all of the children who crossl over had a 24 month visit). Demonstrating adherence to

hydroxyurea. The comparison group consisted of initially 210 children, of which four developed
abnormal TCD measurements, and were started on hydroxyurea. None of the monthly research

visitswerems sed (n = tot al 603 visits). Two and 10
comparison groups, with mortality rates of 2.69 and 1.81 per 100 pytiard, respectively
(P = .67). Our results provide str,amg evi den:¢

adherence rates, to undertake the first randomized controlled trial with hydroxyurea therapy for
primary stroke prevention in children with SCA living in Africa.

Cochrane Database Syst R2016 Oct 6;10:CD011175.

Interventions for patients and caregivers to improve knowledge of sickle cell disease and
recognition of its related complicatons.

Asnani MR, QuimbyKR, Bennett NR Francs DK.

Abstract

BACKGROUND:

Sickle cell disease is a group of genetic diseases which is especially prevalent in tropical and
subtropical regions; however, forced migration and ongoing population movement have spread
it throughout the world, with estimatéitth rates reaching 0.49 per 1000 in the Americas, 0.07
per 1000 in Europe, 0.68 per 1000 in South and Southeast Asia, and 10.68 per 1000 in Africa.
Life for individuals with sickle cell disease can be affected by repeated acute complications and
compourmled by progressive organ damage. Studies reveal that when people with chronic iliness
learn sefmanagement, their clinical outcomes and quality of life improves; and they show
lower dependence on healthcare services. There are, however, no reviewgndemkich
interventions improve knowledge and little is known about the impact of patient egicare
knowledge on clinical and psychosocial outcomes in people with sickle cell disease.
OBJECTIVES:
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1. To determine the effectiveness of patiemd cargiver-centred educational interventions for
changing knowledge and understanding of sickle cell disease among patients as well as
caregivers of people with the disease.2. To assess the effectiveness and safety-cdipaitient
caregivercentred educationaiterventions and programs for the recognition of signs and
symptoms of diseaselated morbidity, adherence to treatment and healthcare utilization in
patients with sickle cell disease.

SEARCH METHODS:

The authors searched the Cochrane Cystic Fibrodi§sanetic Disorders Group
Haemoglobinopathies Trials Register, compiled from electronic database searches and
handsearching of journals and conference abstract books. Additional trials were sought from the
reference lists of the trials and reviews ideatifby the search strategy.Date of last search: 11
April 2016.

SELECTION CRITERIA:

Randomized and quasandomized controlled trials which evaluate the effectiveness of
individual and groupbased interventions for either the patient with sickle cell deseatheir
caregivers, or both. Eligible interventions will aim to change knowledge, attitudes or skills,
improve psychosocial aspects of the disease as well as treatment adherence and healthcare
utilization. Trials evaluating the intervention versus nagpam, comparing two interventions

and those which are part of a miticeted intervention to improve a range of sickle-ceilited

health outcomes are all eligible for inclusion.

DATA COLLECTION AND ANALYSIS:

Two review authors independently seledieals based on stated inclusion criteria and

thereafter examined each selected report to extract data using a prepared, piloted, data collection
form. A third author assisted in reaching consensus if there were any discrepancies. Similarly,
risk of bias vas assessed by two authors and verified by a third author.

MAIN RESULTS:

A total of 12 trials (11 randomized controlled trials and one e@asiomized trial) of 563
people with HbSS, HbSC or HbSbthal, aged si X
majority of participants were AfricaAmerican.Interventions ranged from a total of one

hour to weekly sessions for eight weeks and the pestervention assessments ranged from

the end of the intervention period to 12 months after completionThe heterogeneity of the
included trials, which encompasses setting, incluarmhexclusion criteria, interventional

method and time of assessment, ranged from 'not important' to 'moderate to substantial' for
different review outcomes. The overall risk of bias was low for selective reporting, unclear for
random sequence generatialipcation concealment, blinding of participants and blinding of
outcome assessment. Incomplete outcome reporting and blinding of personnel showed mixed
bias representations.Patient knowledge was assessed by four trials (160 participants) with
moderate teubstantial heterogeneity. There was evidence that educational programs improved
patient knowledge, standardised mean difference 0.87 points (95% confidence interval 0.28 to
1.45, moderate quality evidence), which improved further when a trial with raghwais

removed in a sensitivity analysis. Caregiver knowledge, reported in a single trial of 20 families,
also showed an improvement, standardised mean difference 0.52 points (95% confidence
interval 0.03 to 1.00, moderate quality evidence). The effepatant knowledge was sustained

at longer followup periods, whereas the effect on caregiver knowledge was not sustained.There
were two primary outcomes related to the effectiveness of educational programs on the
recognition of signs and symptoms of diseesdated morbidity. No comparative data were
reported for patients or caregivers (or both) recognising signs and symptoms leading to self
management. Data from two trials were analysed for the utilization of health services and
showed no evidence of arfeft, mean difference 0.33 (95% confidence intei®d&7 to 1.23,
moderate quality evidence).With regard to the review's secondary outcomes, depression showed
a statistically significant decline in intervention groups, standardised mean diffedetge
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points (95% confidence interval.18, to-0.14, moderate quality evidence). Adherence to
treatment was not assessed in any of the identified trials. No effects of interventions were seen
on coping, family relationships or healtblated quality of life opatients.The quality of

evidence was low for positive coping and moderate for child knowledge, healthcare utilization
and depression. This suggests that further research is likely to have an important impact on our
confidence in the estimate of effect andy change the estimates.

AUTHORS' CONCLUSIONS:

This review identifies important positive effects of educational interventions on improving
patient knowledge of sickle cell disease and depressidtffects on patients' knowledge were
maintained for longethan for caregivers. The effect on knowledge was significant but small

and whether it offers any clinical benefit is uncertain. Significant factors limiting these effects
could be trials being under powered as well as attrition rates. Effects were isticaligt

significant in assessments of secondary outcomes, possibly due to the paucity of the number of
trials and patients and caregivers. Trials showed moderate to high heterogeneity which might
impact the results. To better study effects on outcornehelr controlled trials are needed with
rigorous attention given to improve recruitment and retention and to decrease bias.
Predetermined protocols using similar measurements should be used across multiple sites.

Free accessittp://onlinelibrary.wiley.com/doi/10.1002/14651858.CD011175.pub2/full

HIV / AIDS

Ante-retroviral therapy (ART)

Pediatr Infect Dis 2017 May;36(5):49:499. doi: 10.1097/INF.0000000000001481.

Second and Third -line Antiretroviral Therapy for Children and Adolescents: A Scoping
Review.

Lazarus E, Nicol S, Frigati L, Penazzato MCotton MF, CenteneTablante E Violari A, Nicol

L.

Abstract

BACKGROUND:

The World Health Organization identified a need for evidence to inform revision of seswhd
third-line antiretroviral therapy (ART) options in children failing ART. We performed an in
depth scoping review of all available his¢ure on secontine and subsequent ART regimens in
children younger than 18 years.

METHODS:

We comprehensively searched, without language or date limitations, the Cochrane Central
Register of Controlled Trials, MEDLINE, EMBASE, the World Health Orgainzres
International Clinical Trials Registry Platform and ClinicalTrials.gov.

RESULTS:

The search retrieved 1982 records. Eighteen studies provided efficacy data: 1 randomized
controlled trial, 7 phase Il trials, 5 prospective and 5 retrospective coRivesstudies
evaluated regimens in children failing firstline ART, 4 in children with multidrug

resistance and 9 in children with variable treatment experienceOnly 10/18 studies reported
week 48 or month 12 outcomé@se overall proportion of children with virologic

suppression defined by study at week 48 was 61.8%lthough the randomized controlled
trial had low risk of bias, outcomes were similar between groups because of highly active
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optimized background regimens. All phase Il and prospectivéestuere judged to have
moderate to high risk of biallo study compared currently recommended lopinavitbased
secondline regimens for nonnucleoside reverse transcriptase inhibitor failures to other
non-nonnucleoside reverse transcriptase inhibitor regimes headto-head

CONCLUSIONS:

We found no evidence comparing current World Health Organizaticommended second

and thirdline ART regimens with regimens including drugs of interest: raltegravir, darunavir,
etravirine and atazanavir. Randomized coigrbtrials or prospective cohort studies with
comparator arms, and bridging studies, ideally conducted in resiguitE settings, are
required to guide future recommendations.

Quality improv ement intervention to increase adherence to ART prescription policy at

HIV treatment clinics in Lusaka, Zambia: A cluster randomized trial.

McCarthy EA, Subramaniam Hi, Prust M2, Prescott MR, Mpasela B, Mwango A,

Namonje 15, Moyo C* Chibuye B, van den Broek J¥yHehman I/, Moberley $.
INTRODUCTION:

In urban areas, crowded HIV treatment facilities with long patient waggican deter patients
from attending their clinical appointments and picking up their medications, ultimately
disrupting patient care and compromising patient retention and adherence.

METHODS:

Formative research at eight facilities in Lusaka revealddtiig 46% of stable HIV

treatment patients were receiving a threamonth refill supply of antiretroviral drugs,

despite it being national policy for stable adult patientsWe designed a quality improvement
intervention to improve the operationalizatiortlut policy.We conducted a cluster

randomized controlled trial in sixteen facilities in Lusaka with the primary objective of
examining the intervention's impact on the proportion of stable patients receiving three
month refills. The secondary objective waxamining whether the quality improvement
intervention reduced facility congestion measured through two proxy indicators: daily volume of
clinic visits and average clinic wait times for services.

RESULTS:

The mean change in the proportion of thneenthrefills among control facilities from baseline

to endline was 10% (from 38% to 48%), compared to a 25% mean change (an increase from
44% to 69%) among intervention facilities. This represents a significant 15% mean difference
(95% CI: 2%29%; P = 0.03) ithe change in proportion of patients receiving thremth

refills. On average, control facilities had 15 more visits per day in the endline than in the
baseline, while intervention facilities had 20 fewer visits per day in endline than in baseline, a
mean difference of 35 fewer visits per day (P = 0.1). The change in the mean facility total wait
time for intervention facilities dropped 19 minutes between baseline and endline when
compared to control facilities (95% GL0.248.5; P = 0.2).

CONCLUSION:

A more patiententred service delivery schedule of taneenth prescription refills for stable
patients is viable. We encourage the expansion of this sustainable intervention in Zambia's urban
clinics.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5395211/

Comment
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Quality improvement projects like this are importakthat was actuéy done? The

intervention was multifacteted, baitmajor part waghe appointment of a qlity improvement
officer from within the existing staff to support the provision of tneath refills. Thel

officer hada checklist to administer at each facility, they monitored drug andrktbry stock

levels, ensured health care worker implementatf the threemonth refill policy, record and
troubleshoot challenges faced by the facility, and communicated with those at the district level
for resolution. Intervention facilities also had job aids reminding pharmacists of the three
month refill polig.

PLoS One2016 Dec 9;11(12):e0165140. doi: 10.1371/journal.pone.0165140. eCollection 2016.

Malaria in HIV -Infected Children Receiving HIV Proteaselnhibitor - Compared with
Non-Nucleoside Reverse Transcriptase InhibitoBased Antiretroviral Therapy,
IMPAACT P1068s, Substudy to P1060.

Hobbs C\}?3 Gabriel EE, Kamthunzi P, Tegha G, Tauzie 3, Petzold E, Barlow-Mosha U,
Chi BH?, Li Y ?, llmet T2, Kirmse B'°, Neal J}, Parikh $*, Deygoo N, Jean Philippe ¥,
Mofenson I}3, Prescott W*, Chen 3% Musoke P18 Palumbo P, Duffy PE', Borkowsky W
P1068s Study Team

Abstract

BACKGROUND:

HIV and malaria geographically overlap. HIV protease inhibitors kill malaria parasites in vitro
and in vivo, but further evaluation in clinical studies is needed.

METHODS:
Thirty-one children from Mlawi aged 42 months were followed every 3 months and at
i ntercurrent 1illness vi shetembef20Il). \WelcGmpanednt h s

malaria parasite carriage by blood smear microscopy (BS) and confirmed clinical malaria
incidence (CCM, or pasve BS with malaria symptoms) in children initiated on HIV
antiretroviral therapy (ART) with zidovudine, lamivudine, and either nevirapine (NVP),-a non
nucleoside reverse transcriptase inhibitor, or lopiratonavir (LPV-rtv), a protease inhibitor.
RESULTS:

We found an association between increased time to recurrent positive BS, but not CCM, when
antirmalarial treatment and LRXv based ART were used concurrently and when accounting
for a LPVArtv and antimalarial treatment interaction (adjusted Hi®;005% CI (0.17,0.89); p =
0.03).

CONCLUSIONS:

LPV-rtv in combination with malaria treatment was associated with lower risk of recurrent
positive BS, but not CCM, in HAihfected children. Larger, randomized studies are needed to
confirm these findings hich may permit ART optimization for malarendemic settings.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5147802/

Early infant diagnosis
(See also: VaccingsBCG vaccine and delayed administration in HIV exposed infants)
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J Acquir Immune Defic Synd2016 Aug 1;72 Suppl 2:S12P01. doi:
10.1097/QA1.000000000001050.

Point-of-Care Virologic Testing to Improve Outcomes of HI\Infected Children in

Zambia: A Clinical Trial Protocol.

Chibwesha C Ford CE Mollan KR, Stringer JS

Abstract

INTRODUCTION:

In the absence of early infant diagnd$t$D) and immediate antiretroviral therapy (ART), some
50% of untreated HI\infected infants die before age 2. Conventional EID requires
sophisticated instruments that are typically placed in centralized or reference laboratories. In
low-resource settinggentralized systems often lead to result turnaround times of several
months, long delays in diagnosis, and adverse outcomes feinifddted children. Our clinical
trial tests the effectiveness of a new paificare (POC) diagnostic technology to idgntilV -
infected infants and start providing themdgaving ART as soon as possible.

METHODS AND DESIGN:

The study uses a randomized, controlled design to test whether the Alere q platform for HIV
DNA polymerase chain reaction (PCR) testing improvesoonés of HI\finfected children in
Zambia.We aim to enroll 2867 HIV-exposed infants aged-42 weeks and to follow those

who are HIV infected for 12 months as they receive HIV care at 6 public health facilities in
Lusaka. The trial's primary endpoint is thpeoportion of HI\tinfected infants in each study arm
who start ART and remain alive, in care, and virally suppressed 12 months after their diagnostic
blood draw.

DISCUSSION:

Our trial will provide evidence for the incremental benefit of implementing a PIDGtrategy

in low-resource settings where only-gifte PCR services are currently available. The results
will be useful in guiding future decisions regarding investments in POC virologic testing as part
of overall pediatric AIDS mitigation strategiessubSaharan Africa.

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5113248/

Management of HIV-related conditions

Paediatr Int Child Healtt2017 May;37(2):124128. doi: 10.1080/20469047.2016.1260891.
Epub 2017 Feb 1.

Early use of corticosteroids in infants witha clinical diagnosis of Pneumocystis jiroveci
pneumonia in Malawi: a doubleblind, randomised clinical trial.

Newberry 112 O'Hare B?3 Kennedy N*4 Selman A2 Omar $2 Dawson P2 Stevenson

K2 Nishihara Y2, Lissauer $2 Molyneux E-2.

Abstract

BACKGROUND:

Pneumocystis jiroveci pneumonia (PJP) is the most common opportunistic infection in infants
with vertically acquired HIV infection and the most common cause of death inrfd\ted
infants.

OBJECTIVES:

To determine whether early administration of adjuvant corticosteroids in addition to standard
treatment reduces mortality in infants with verticalbguired HIV and clinically diagnosed PJP
when ceinfection with cytomegalovirus and other pathogens cannot be excluded.
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METHODS:

A doubleblind placebecontrolled trial of adjuvant prednisolone treatment in t&posed
infants aged 6 months admitted tQueen Elizabeth Central Hospital, Blantyre who were
diagnosed clinically with PJP was performed. All recruited infants wereeAposed, and the
HIV status of the infant was confirmed by DNACR. HIV-exposed and infected infants as well
as HIV-exposed bunorrinfected infants were included in the study. The protocol provided for
the addition of prednisolone to the treatment alh #&here was clinical deterioration or an
independent indication for corticosteroid therapy in any patient not receivingit. O
trimethoprimsulfamethoxazole (TMP/SMX) therapy and full supportive treatment were
provided according to established guidelines. Primary outcomes for all patients included
survival to hospital discharge anehtnth postdischarge survival.

RESULTS:

It was planned to enroll 200 patients but the trial was stopped early because of recruitment
difficulties and a statistically significant result on interim analyS&entyeight infants were
enrolled between April 2012 and August 2014; 36 infants (46%) werandomised to

receive corticosteroids plus standard treatment with TMP/SMX, and 42 infants (54%)
received the standard treatment plus placebdn an intention-to treat-analysis, the risk

ratio of in-hospital mortality in the steroid group compared with the standard treatment

plus placebo group was 0.53 [95% CI 0.20.97, p= 0.038]. The risk ratio of mortality at

6 months was 0.63 (95% CI 0.4D.95, p= 0.029) Two children who received steroids
developed bloody stools while in hospital.

CONCLUSION:

In infants with a clinical diagnosis of PJP, early use of steroids in addition to conventional
TMP/SMX therapy significantly reduced mortality in hospital anddhths after discharge.

AIDS. 2016 Nov 28;30(18):2823829.

Reduced bacterial skin infections in HI\tinfected African children randomized to long
term cotrimoxazole prophylaxis.

Prendergast AJBwakuraDangarembizi MMugyenyi P Lutaakane J Kekitiinwa A,
Thomason MJGibb DM, Walker AS ARROW Trial Team

OBJECTIVE:

To evaluate whether cotrimoxazole prophylaxis prevents common skin conditions-in HIV
infected children.

DESIGN:

Opentlabel randomized controlled trial of continuing versus stopping daily cotrimoxazole (post
hoc analysis).

SETTING:

Three sites in Uganda and one in Zimbabwe.

PARTICIPANTS:

A total of 758 children aged more than 3 years receiving antiretroviral th@k&3y for more

than 96 weeks in the ARROW tri al were randomi
cotrimoxazole after median (interquartile range) 2.1(1.8, 2.2) years on ART.
INTERVENTION:

Continuing versus stopping daily cotrimoxazole.

MAIN OUTCOM E MEASURES:

Nurses screened for signs/symptoms-ate@k visits. This was a secondary analysis of

ARROW trial data, with skin complaints categorized blind to randomization as bacterial, fungal,
or viral infections; dermatitis; pruritic papular eruptioR$ES); or others (blisters,
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desquamation, ulcers, and urticaria). Proportions ever reporting each skin complaint were
compared across randomized groups using logistic regression.

RESULTS:

At randomization, median (interquartile range) age was 7 (4, Bt3 yad CD4 was 33% (26,

39); 73% had WHO stage 3/4 disedsewer children continuing cotrimoxazole reported

bacterial skin infections over median 2 years followp (15 versus 33%, respectively;

P < 0.001), with similar s$skiemdsomplailPREs (PP ==
not for fungal (P = 0.45) or vi rBatteriggdkin= 0. 2 3]
infections were also reported at significant|
Independent of cotrimoxazoleacterial skin infections were more common in children agéd 6

years, with current CD4 cell count |l ess than
lower socieeconomic status.
CONCLUSION:

Long-term cotrimoxazole prophylaxis reduces comman skmplaints, highlighting an
additional benefit for londgerm prophylaxis in sul$aharan Africa.

Comment

WHO recommendsn settings where malaria and/or severe bacterial infections are highly
prevalent, cetrimoxazole prophylaxis should be continuedilladulthood irrespective of
whether ART is providedhitp://www.who.int/hiv/pub/guidelines/arv2013/December2014
ARVsupplementhap8.pdyf

Paediatr Int Child Healtt2016 Aug;36(3):18®7. doi: 10.1179/2046905515Y.0000000038.

The aetiology of diarrhoea, pneumonia and respiratory colonization of HIVexposed

infants randomized to breast or formula -feeding.

Zash RM+?, Shapiro RE?3 Leidner 3, Wester G, McAdam AP, Hodinka RIS, Thior 2,

Moffat C2, Makhema 3 Mclintosh K, Essex M3, Lockman $38

BACKGROUND:

Diarrhoea and pneumonia are common causes of childhood deathSalsatan Africa but

there are few studies describing specifithpgens.

OBJECTIVES:

The study aimed to describe the pathogens associated with diarrhoea, pneumonia and
oropharyngeal colonization in children born to Hhfected women (HIVexposed infants).
METHODS:

The Mashi Study randomized 1200 HIVinfected women ad their infants to breastfeed

for 6 months with ZDV prophylaxis or formula -feed with 4 weeks of ZDV Children were

tested for HIV by PCR at 1, 4, 7, 9 and 12 months and by ELISA at 18 montitefPed

subsets of children were sampled during episoddsioar r hoea (n = 300) and
(n = 85). Stool was tested for bacterial pat |
pneumonia underwent bacterial blood culture, and testing of nasopharyngeal aspirates for viral
pathogens by PCR. Oropharyngeal Bsvavere collected from a consecutive subset of 561

infants at the routine-Bionth visit for bacterial culture.

RESULTS:

The median age (range) at sampling was 181 days for diarrh@@@)@nd 140 days for
pneumonia (551). Pathogens were identified5h (18%) children with diarrhoea and 32

(38%) with pneumoniaNo differences in pathogens by child HIV status (HIVinfected vs

HIV -uninfected) or feeding strategy were identifiedCampylobacter was the most common
diarrhoeal pathogen (7%). Adenovirus (228a) other viruses (19%) were the primary

pathogens isolated during pneumonhsre formula -fed infants had oropharyngeal
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colonization by pathogenicGramnegati ve bacteria (16.8% vs
associated with a norsignificant increased iisk of pneumonia (OR 2.2, 95% CI 0.8.7).
CONCLUSION:

A trend toward oropharyngeal bacterial colonization was observed in fofetuiafants.

Although viruses were most commonly detected during pneumonia, respiratory colonization by
Gramnegative bactem may have contributed to pneumonia in forrdigld infants.

Nutrition, growth and development of children with HIV

Public Health Nutr2017 Jun;20(8):1481490. doi: 10.017/S1368980016003657. Epub 2017
Feb 8.

Exclusive breastfeeding promotion among HIV-infected women in South Africa: an
Information -Motivation -Behavioural Skills modetbased pilot intervention.

Tuthill ELY, Butler LM?, Pellowski J&, McGrath JM*, Cusson RM, GableRK?, Fisher JI3.
OBJECTIVE:

Exclusive breasteeding (EBF) provides optimal nutrition for infants and mothers. The practice
of EBF whileadhering to antiretroviral medication decreases the risk of mtdtetild
transmission of HIV from approximately 25 % to less than 5 %. Thus the WHO recommends
EBF for the first 6 months among Hiivifected women living in resourdanited settings;
howe\er, EBF rates remain low. In the present study our aim was to design and implement a
pilot intervention promoting EBF among Hliivifected women.

DESIGN:

The Information -Motivation -Behavioural Skills (IMB) model was applied in a brief
motivational interviewing counselling sessiothat was tested in a small randomized
controlled trial.

SETTING:

Pietermaritzburg, South Africa, at two comparable rural public health service clinics.
SUBJECTS:

Sixty-eight HIV-infected women in their third trimester were enmléd completed baseline
interviews between June and August 2014. Those randomized to the intervention arm received
the IMB-based pilot intervention directly following baseline interviews. Follgninterviews
occurred at 6 weeks postpartum.

RESULTS:

While not significantly different between trial arms, high rates of intention and practice of EBF
at 6week followup were reported. Findings showed high levels oteféitacy being

significantly predictive of breageeding initiation and duration regardéesf intervention arm.
CONCLUSIONS:

Future research must account for brdastling seHefficacy on sustaining breafgeding
behaviour and leverage strategies to enhance8elécy in supportive interventions.

Supporting breadieeding behaviour thtgh programmes that include both individiealel and
multi-systems components targeting the role of headtie providers, family and community
may create environments that value and support EBF behaviour.

Clin Med Insights PediatP017 Jan 8;10:11930. doi: 10.4137/CMPed.S40134. eCollection
2016.
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Early Benefits of a Starter Formula Enriched in Prebiotics and Probiotics on the Gut
Microbiota of Healthy Infants Born to HIV+ Mothers: A Randomized Double-Blind

Controlled Trial.

Cooper P, Bolton KD?, Velaphi S, de Groot N, Emad/-Azar S, Pecquet § Steenhout ®
Abstract

The gut microbiota of infants is shaped by both the mode of delivery and the type of feeding.
The gut of vaginally and cesaredalivered infants is colonized at different rates and with
different bacterial species, leading to diffnces in the gut microbial composition, which may
persist up to 6 months. In a multicenter, randomized, controlled, dblibdktrial conducted in
South Africa,we tested the effect of a formula supplemented with a prebiotic (a mixture of
bovine milk-derived oligosaccharides [BMOS] generated from whey permeate and
containing galactooligosaccharides and milk oligosaccharides such as&hd 6'*-

sialyllactose) and the probioticBifidobacterium animalissubsp.lactis (B. lactis) strain

CNCM [1-3446 on the biildobacteria levels in the gut of infants born vaginally or via

cesarean section in early lifeAdditionally, the safety of the new formulation was evaluated. A
total of 430 healthy, fulterm infants born to HI\positive mothers who had elected to feed
tha r child beginning from birth (03 days ol d)
this multicenter trial of four parallel groups. A total of 421 infants who had any study formula
intake were included in the full analysis set (FAS). The first tvooigs consisted of cesarean
delivered infants assigned to the Test formula (n = 92) (a starter infant formula [IF] containing
BMOS at a total oligosaccharide concentration of 5.8 £ 1.0 g/100 g of powder formula [8 g/L in
the reconstituted formula] B. lacis [1 x 10’ colony-forming units {cfu}/g]) or a Control IF (n

= 101); the second two groups consisted of vaginally delivered infants randomized to the same
Test (n = 115) or Control (n = 113) formulas from the time of enroliment to 6 mditités.
primary efficacy outcome was fecal bifidobacteria count at 10 days, and the primary safety
outcome was daily weight gain (g/d) between 10 days and 4 montA$.10 days, fecal
bifidobacteria counts were significantly higher in the Test formula than in the Control
formula group among infants with cesarean birth (median [range] log: 9.41 [6.300.94]

cfu/g versus 6.30 [6.30.0.51] cfu/g;P = 0.002) but not among those with vaginal birth
(median [range] log: 10.06 [5.934.0.77] cfu/g versus 9.85 [6.150.79] cfu/g;P = 0.126).The
lower bound of the twaided 95% confidence interval of the difference in the mean daily
weight gain between the Test and Control formula groups was more3tigashin both the
vaginally and cesareatelivered infants, indicating that growthtime Test formulded infants

was not inferior to that of Control formufad infants. At 10 days and 4 weeks, the fecal pH of
infants fed the Test formula was significantly lower than in those fed the Control formula,
irrespective of mode of delivery: femginal delivery: 4.93 versus 5.99< 0.001 (10 days) and
5.01 versus 5.7P < 0.001 (4 weeks); for cesarean delivery: 5.14 versus B.§%).009 (10

days) and 5.06 versus 5.7 0.001 (4 weeks). At 3 months, this acidification effect only
persistedamong cesarednorn infantsIF supplemented with the prebiotic BMOS and

probiotic B. lactisinduced a strong bifidogenic effect in both delivering modes, but more
explicitly correcting the low bifidobacteria level found in cesarearborn infants from birt h.
The supplemented IF lowered the fecal pH and improved the fecal microbiota in both normal
and cesareadelivered infantsThe use of bifidobacteria as a probiotic even in infants who

are immunologically at risk is safe and well tolerated

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5221488/

J Nutr.2017 Mar;147(3):45361. doi: 10.394%4.116.242339. Epub 2017 Jan 25.
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Formula-Feeding of HIV-Exposed Uninfected African Children Is Associated with Faster
Growth in Length during the First 6 Months of Life in the Kesho Bora Study.

Bork KA!, Cames & Newell ML3, Read J§ Ayassou R, Musyoka ¢, Mbatia G, Cournil A?;
Kesho Bora Study Group

Background: Early feeding patterns may affect the growth of Hikposed children and thus
their subsequent health and cognition.

Objective: We assessed the association of infant feeding (IF) mode with {&regigez score
(LAZ) and stunting from age 2 d to 18 mo in H&posed African children within a controlled
randomized trial, which evaluated triple antiretrovirals initiated duriegmancy and continued
for 6 mo postpartum to prevent HIV transmission.

Methods: HIV -infected pregnant women with CD4 counts of 2008500 cells/mnd from

Burkina Faso, Kenya, and South Africa were advised to exclusively breastfeed for up to 6
mo or to formula-feed from birth. Factors associated with LAZ were investigated in all
uninfected children by using mixeffects linear models; those associated with stunting (LAZ
<-2) at 6 or 12 mo were assessed in multiple logistic regression after exclusion @rchildr
stunted at age 2 d. Independent variables were IF mode: formula feedingx¢t&give
breastfeeding (EBF) <3 mo, or EBF O3 mo (ref
and site.

Results: Among 728 children, FF was associated with a greater increase in LAZ from 2 dto 6
mo (+0.07z score/moP < 0.001). Between 6 artB mo, FF and EBF <3 mo were both
associated with greater mezsaoredaAd40.48bcares, was EBI
respectivelyP < 0.001). Among children not stunted at 2 d, FF was independently associated
with a reduced risk of stunting at 6 OR: 0.24; 95% CI: 0.07, 0.8P,= 0.021), whereas EBF

<3 mo was not (OR: 0.49; 95% CI: 0.22, 1.BG; 0.09).

Conclusions:In this observational study of HIV-exposed uninfected infants, growth in

length in the first 6 mo of life was faster in formulafed infants than in exclusively

breastfed infants The plausibility of residual confounding and reverse causality is discussed.
This trial was registered at www.controlt&thls.com as ISRCTN71468401.

Public Health Nutr2016 Jul;19(10):19042. doi: 10.1017/S1368980015003456. Epub 2015
Dec 7.

Leaf concentrate compared with skimmed milk as nutritional supplementatiorfor HIV -
infected children: a randomized controlled trial in Burundi.

Collin SM*, Leclercq B, Twungubumwe R Andréoletti 14, Richardier FE, Bertin P
OBJECTIVE:

The effectiveness of leaf concentrate powder (LCP) as a nutritional supplement was established
in trials conducted among adolescent girls andmaat women in India. Here we evaluate LCP,
compared with skimmed milk powder (SMP), as a supplement for antiretrogiigd children
living with HIV in a subSaharan African country.

DESIGN:

Randomized controlled, twarm, 6month trial comparing effestof isoproteic (5 g) LCP (10 g
daily) and SMP (15 g daily) on HRY viral load, CD4+ cell count/percentage, weight/height
for-age, general blood parameters, diarrhoea, respiratory andetéiddd opportunistic
infections.

SETTING:

Bujumbura and Kirunddurundi.

SUBJECTS:

Eighty-three HI\-positive, antiretrovirahaive children aged-54 years: median (range) CD4+
count, 716 (364L690) cells/mm3; log10 HIM viral load, 4-39 (1-7%-00).
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RESULTS:

LCP was equivalent to SMP in relation to H$gecific blad parameters and did not

demonstrate superiority over SMP in relation to Hb. Three children in each arm (LCP, 7-1 %
(3/42); SMP, 7-3 % (3/41)) proceeded to antiretroviral therapy because their CD4+ counts fell
below 350 cells/mma3. Children in the LCP gpaeported higher levels of appetite and overall
health at 6 months. There were no differences in clinical events or any other outcome measures.
LCP was less palatable than SMP to the children in this population, but there were few negative
perceptions oéppearance, texture and taste.

CONCLUSIONS:

LCP appears to be equivalent to SMP as a nutritional supplement in this population, despite
slightly lower palatability. In relation to viral load and CD4+ count, equivalence may indicate

no effect in either gnap. Effectiveness relative to no supplementation remains to be determined.

Free accessittps://www.cambridge.org/core/services/ambridge
core/content/view/14F754732A799025C25381EE938D92DA/S1368980015003456a.pdf/leaf ¢
oncentrate_compared_with_skimmed_milk_as_nutritional_supplementation_for_hivinfected_ch
ildren_a_randomized_controlled_trial_in_burundi.pdf

Trials.2016 Nov 9;17(1):538.

Improving early childhood care and development, HIVtesting, treatment and support,

and nutrition in Mokhotlong, Lesotho: study protocol for a cluster randomized controlled

trial.

Tomlinson M, Skeen 3 Marlow M?, Cluver 134 Cooper P°, Murray L?® Mofokeng S,

Morley N®, Makhetha M, Gordon $, Esterhuizen T, Sherr 18,

BACKGROUND:

Since 1990, the les of 48 million children under the age oféars have been saved because of
increased investments in reducing child mortality. However, despite these unprecedented gains,
250 million children younger than 5 years in lcand middleincome countries (LMIEcannot
meet their developmental potential due to poverty, poor health and nutrition, and lack of
necessary stimulation and care. Lesotho has high levels of poverty, HIV, and malnutrition, all of
which affect child development outcomes. There is a urogpertunity to address these

complex issues through the widespread network of informal preschools in rural villages in the
country, which provide a setting for inclusive, integrated Early Childhood Care and
Development (ECCD) and HIV and nutrition intertiens.

METHODS:

We are conducting a cluster randomised controlled trial in Mokhotlong district, Lesotho, to
evaluate a newly developed communitipased intervention program to integrate HIV-

testing and treatment services, ECCD, and nutrition education focaregivers with

children aged 15 years living in rural villages. Caregivers and their children are randomly
assigned by village to intervention or control condition. We select, train, and supervise
community health workers recruited to implement the w&etion, which consists of nine
groupbased sessions with caregivers and children overeEks (eight weekly sessions, and a
ninth topup session Month later), followed by a locally hosted community health outreach day
event. Grougbased sessions focas using early dialogic boegharing to promote cognitive
development and caregivehild interaction, healtinelated messages, including motivation for
HIV -testing and treatment uptake for young children, and locally appropriate nutrition
education. All dildren aged 5 years and their primary caregivers living in study villages are
eligible for participation. Caregivers and their children will be interviewed and assessed at
baseline, after completion of the intervention, anantiaths post intervention.
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DISCUSSION:

This study provides a unique opportunity to assess the potential of an integrated early childhood
development intervention to prevent or mitigate developmental delays in children living in a
context of extreme poverty and high HIV rates iraflresotho. This paper presents the

intervention content and research protocol for the study.

TRIAL REGISTRATION:

The Mphatlalatsane: Early Morning Star trial is registered on the International Standard
Randomized Controlled Trial Number database, registt number ISRCTN16654287 ; the

trial was registered on 3 July 2015.

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5103333/

Prevention of parent to child transmission of HIV

N Engl J Med2016 Nov 3;375(18):1726737.

Benefits and Risks of Antiretroviral Therapy for Perinatal HIV Prevention.

Fowler MG, Qin M, Fiscus SA, Currier J$, Flynn PM, Chipato F, Mcintyre J,
Gnanashanmugam![Siberry GK, Coletti AS', Taha TE, Klingman KL?!, Martinson FE,

Owor MY, Violari A1, Moodley D}, Theron GB, Bhosale R, Bobat K, Chi BH!, Strehlau R,

Mlay P!, Loftis AJ}, Browning R, Fenton F, Purdue I, Basar M, Shapiro DE, Mofenson

LMY, IMPAACT 1077BF/1077FF PROMISE Study Team

BACKGROUND:

Randomizesrial data on the risks and benefits of antiretroviral therapy (ART) as compared
with zidovudine and singldose nevirapine to prevent transmission of the human
immunodeficiency virus (HIV) in HIMinfected pregnant women with high CD4 counts are
lacking.

METHODS:

We randomly assignedlV -infected women at 14 or more weeks of gestation with CD4
counts of at least 350 cells per cubic millimeter to zidovudine andmgjle-dose nevirapine

plus a kto-2-week postpartum "tail" of tenofovir and emtricitabine (zidovudine alone);
zidovudine, lamivudine, and lopinavirritonavir (zidovudine -based ART); or tenofovir,
emtricitabine, and lopinavir-ritonavir (tenofovir -based ART) The primary outcomes were
HIV transmission at 1 week of age in the infant and maternal and infant safety.

RESULTS:

The median CD4 count was 530 cells per cubic millimeter among 3490 primarily black African
HIV -infected women enrolled at a median of 2G&kseof gestation (interquartile range, 21 to
30). The rate of transmission was significantly lower with ART than with zidovudine alone
(0.5% in the combined ART groups vs. 1.8%; difference;1.3 percentage points; repeated
confidence interval,-2.1 t0-0.4). However, the rate of maternal grade 2 to 4 adverse events
was significantly higher with zidovudiAgased ART than with zidovudine alone (21.1% vs.
17.3%, P=0.008), and the rate of grade 2 to 4 abnormal blood chemical values was higher with
tenofovirbased ART than with zidovudine alone (2.9% vs. 0.8%, P=0.03). Adverse events did
not differ significantly between the ART groups (P>0.99). A birth weight of less than 2500 g
was more frequent with zidovudiised ART than with zidovudine alone (23.0% vsO0%z.
P<0.001) and was more frequent with tenofdoased ART than with zidovudine alone (16.9%
vs. 8.9%, P=0.004); preterm delivery before 37 weeks was more frequent with zidelvasiaake
ART than with zidovudine alone (20.5% vs. 13.1%, P<0.001). Teneiaged ART was
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associated with higher rates than zidovueéhased ART of very preterm delivery before 34

weeks (6.0% vs. 2.6%, P=0.04) and early infant death (4.4% vs. 0.6%, P=0.001), but there were
no significant differences between tenofebased ART andidovudine alone (P=0.10 and
P=0.43).The rate of HIV-free survival was highest among infants whose mothers received
zidovudine-based ART.

CONCLUSIONS:

Antenatal ART resulted in significantly lower rates of early HIV transmission than

zidovudine alone bu a higher risk of adverse maternal and neonatal outcomes

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5214343/

Comment

This is an important trial showing that Option Begmmencing ART in pregnant women at
diagnosis is associated with lower rates of HIV transmission. However the ideal regimen to use
is uncertain. In this trial, the group assigned to tenoftneised ART had more preterm

deliveries (<34 weeks, p=0.04), dmore infant deaths than the group assigned to zidovudine
based ART (4.4% vs. 0.6%, P<0.001). As Option B+ becomes the standard way of preventing
vertical transmission of HIV, more research is also needed on longer term outcomes, including
cardiac risksof longterm ART.

J Acquir Immune Defic Synd2017 Jun 1;75 Suppl 2:S2@&215. doi:
10.1097/QA1.0000000000001360.

Impact of Facility-Based Mother Support Groups on Retention in Care and PMTCT
Outcomes in Rural Zimbabwe: The EPAZ ClusterRandomized Controlled Trial.

Foster G, OrneGliemann JFont H Kangwende AMagezi V, Sengai TRusakaniko S
Shumba BZambezi PMaphosa T

Author information

BACKGROUND:

Prevention of motheto-child transmission elimination goals are hampered by low rates of
retention in careThe Eliminating Paediatric AIDS in Zimbabwe project assessed whether
mother support groups MSGSs) improve rates of retention in care of HI\fexposed infants
and their HIV -positive mothers, and maternal and infant outcomes

METHODS:

The study involved 27 rural clinics in eastern Zimbabwe. MSGs were established in 14
randomly selected clinics andetrevery 2 weeks coordinated by volunteer Hbidsitive
mothers. MSG coordinators provided health education and reminded mothers of MSG meetings
by cell phonelnfant retention in care was defined as "12 months postpartum point
attendance" at health care vsits of HIV-exposed infants at 12 months of ag&Ve also
measured regularity of attendance and other program indicators gid$itive mothers and
their HIV-exposed infants.

RESULTS:

Among 507 HI\(positive pregnant women assessed as eligible, 348 werkedrand analyzed
(69%) with mothers who had disclosed their HIV status being overrepreskntieel.
intervention arm, 69% of infants were retained in care at 12 months versus 61% in the
control arm, with no statistically significant difference. Retenton and other program
outcomes were systematically higher in the intervention versus control arm, suggesting trends
toward positive health outcomes with exposure to MSGs.

DISCUSSION:
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We were unable to show that facitinased MSGs improved retention ineat 12 months

among HIVfexposed infants. Selective enrollment of mothers more likely to be retaivede
may have contributed to lack of effect. Methods to increase the impact of MSGs on retention
including targeting of highisk mothers are discussed.

Pan Afr Med J2016 Dec 7;25:229. doi: 10.11604/pam;.2016.25.229.10014. eCollection 2016.
A descriptive study on demographic and behavioral characteristics of males and their
responses to a male involvement intervention in Blantyre, Malawi.

NyondoMipando ALY, Chimwaza AR, Muula AS,

INTRODUCTION:

Male involvement (MI) remains a key factor in the enroliment and retention of pregnant women
in the Prevention of Mother to child transmission (PMTCT) of Human Immunodeficiency Virus
(HIV) services. The objecterof this study was to describe the characteristics of men who
accompanied their partners for PMTCT services and secondly, describe the reported reasons for
the nonreporting by men for the services in Blantyre, Malawi.

METHODS:

All men included in this malysis were partners of pregnant women enrolled in a Ml in PMTCT
randomized controlled trial (RCT), which took place in Blantyre, Malawi from 14 June 2013 to
24 February 2014. After randomization women were asked to invite their male partners for
PMTCT sevices either through an invitation card or word of mouth invite. Descriptive statistics
were tabulated using Stata.

RESULTS:

Of the 462 women randomized, 109 (23.59%) women came back to the clinic with their male
partner following the intervention. Theajority, 307 (66.5%) women returned to the clinic

without their partners. Although most men accepted the intervention, some failed to accompany
their partners because of work obligations, a lack of interest in accompanying their partners for
the service, iad others promised to report at the next clinic visit.

CONCLUSION:

The characteristics of men that reported were similar in the two groups, suggesting that
demographic characteristics may not greatly influence their decision to be involved in PMTCT
servies. There is need to develop more flexible strategies to include men in PMTCT
programmes.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5337293/

J Acquir Immune Defic Synd2016 Dec 15;73(5):57%380.

Maternal and Breastmilk Viral Load: Impacts of Adher ence on Peripartum HIV

Infections Averted-The Breastfeeding, Antiretrovirals, and Nutrition Study.

Davis NL, Miller WC, Hudgens MGChasela CSSichali D, Kayira D, Nelson JA Fiscus SA
Tegha GKamwendo DD Rigdon J Stringer JSJuliano JJEllington SR Kourtis AP, Jamieson

DJ, van der Horst CBAN study team

BACKGROUND:

Antiretroviral (ARV) interventions are used to reduce HIV viral replication and prevent mother
to-child transmission. Viral suppressiories on adherence to ARVS.

METHODS:
A 2-phase study was conducted using data from the Breastfeeding, Antiretrovirals, and Nutrition
study. We included mothers randomized to 28
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breastmilk specimen. All mothers whransmitted HIV to their infants from28 weeks (n =

31) and 15% of mothers who did not (n = 232) were included. Adherence was measured by pill
count [categorized as poor (880%), partial (81%498%), and near perfect (>98%)].

Associations between adhecenand breastmilk RNA were assessed using retietts

models. Cox models were used to estimate associations between breastmilk RNA and HIV
transmission. Using Monte Carlo simulation, we estimated the number of transmissions that

would occur had everyomandomized to maternal ARVs been 90% and 100% adherent.

RESULTS:

Partial or near perfect ARV adherence significantly reduced the odds of having detectable

(040 copies/mL) breastmil k RNA, compared wit|
95% CI: 0.08 t00.67; OR 0.36, 95% CI: 0.16 to 0.81, respectivelyDetectable breastmilk

RNA was associated with increased breastmilk transmission compared with undetectable
breastmi |l k RNA (hazard ratio 3.8, 95% CI . 1.:
viral load specimen >100 copies per milliliter. An estimated similar number of transmissions

would occur with 90% adherence compared with 100%.

CONCLUSIONS:

Helping patients adhere to ARVs throughout breastfeeding is important for realizing the full

potental of recommended ARV interventions to prevent metbeshild HIV transmission.

Maintaining plasma viral load <100 copies per milliliter may prevent breastmilk transmission.

J Acquir Immune Defic Synd2016 Aug 1;72 Suppl 2:S121 doi:
10.1097/QA1.0000000000001062.

Conditional Cash Transfers to Increase Retention in PMTCT Care, Antetroviral

Adherence, and Postpartum Virological Suppression: A Randomized Controlled Trial.
Yotebieng M, Thirumurthy H Moracco KE Edmonds ATabala M Kawende BWenzi LK,
Okitolonda EW Behets F

BACKGROUND:

Novel stratgies are needed to increase retention in prevention of rawkcéild HIV

transmission (PMTCT) services. We have recently shown that small, incremental cash transfers
conditional on attending clinic resulted in increased retention along the PMTCT cascade.
However, whether women who receive incentives to attend clinic visits are as adherent to
antiretrovirals (ARV) as those who do not was unknown.

OBJECTIVE:

To determine whether HRhfected women who received incentives to remain in care were as
adherento antiretroviral treatment and achieved the same level of viral suppression at 6 weeks
postpartum as those who did not receive incentives but also remained in care.

METHODS:

Newly diagnosed HM nf ect ed women at O32 weetkastengt@ st at i
care clinics in Kinshasa, Democratic Republic of Congo. Women were randomized in a 1:1 ratio
to an intervention or control grouphe intervention group received compensation ($5, plus

$1 increment at each subsequent visit) conditional on attéing scheduled clinic visits and
accepting offered PMTCT services, whereas the control group received usual care. The
proportion of participants who remained in care, were fully adherent (took all their pills at

each visit) or with undetectable viral loadat 6 weeks postpartum were compared across

group.

RESULTS:

Among 433 women randomized (216 in intervention group and 217 in control group), 332
(76.7%) remained in care at 6 weeks postpartum, including 174 (80.6%) in the intervention
group and 158 (72.8%m the control group, (P = 0.04). Data on pill count were available for
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297 participants (89.5%), including 156 (89.7%) and 141 (89.2%) in the intervention and control
groups, respectively; 69.9% (109/156) and 68.1% (96/141) in the intervention and contro
groups had perfect adherence [risk difference, 0.02; 95 OB to 0.09]. Viral load results

were available for 171 (98.3%) and 155 (98.7%) women in the intervention and control groups,
respectively; 66.1% (113/171) in the intervention group and 6910%/155) in the control

group had an undetectable viral load (risk differer@®4; 95% CI-0.14 to 0.07). Results

were similar after adjusting for marital status, age, education, baseline CD4 count, viral load,
gestational age, and initial ARV regime

CONCLUSIONS:

Although the provision of cash incentives to HlVinfected pregnant women led to higher
retention in care at 6 weeks postpartum, among those retained in care, adherence to ARVs
and virologic suppression did not differ by study group.

Freeaccesshttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5113245/

J Acquirlmmune Defic Syndr2017 Feb 1;74(2):15057. doi:
10.1097/QAI1.0000000000001219.

Conditional Cash Transfers Improve Retention in PMTCT Services by Mitigating the
Negative Effect of Not Having Morey to Come to the Clinic.

Yotebieng M, Moracco KE Thirumurthy H Edmonds ATabala M Kawende BWenzi LK,
Okitolonda EW Behets F

Author information

OBJECTIVE:

To elucidate the mechanisms by which a cash incentive intervention increases retention in
prevention of motheto-child transmission services.

METHODS:

We used data from a randomized controlled trial in Kinshasa, Democegtidhi of Congo.
Perceptual factors associated with loss to follgg LTFU) through 6 weeks postpartum were
first identified. Then, binomial models were used to assess interactions between LTFU and
identified factors, and the cash incentive intervention.

RESULTS:

Participants were less likely to be LTFU if they perceived HIV as a "very serious" health
problem for their baby vs. not [risk difference (RED,13; 95% confidence interval (CH).30

to 0.04], if they believed it would be "very likely" togsHIV to their baby if they did not take
any HIV drug vs. not (RD;0.15; 95% CI1=0.32 to 0.02), and if they anticipated that not having
money would make it difficult for them to come to the clinic vs. not (RD, 0.12; 95% 0l to
0.30). The effect ofach of the 3 factors on LTFU was antagonistic to that of receiving the cash
incentive intervention. The excess risk due to interaction between the cash incentive intervention
and the anticipated difficulty of "not having money" to come to the clinicexastly equal to

the effect of removing this perceived barrier (excess risk due to interatibd; 95% CI-0.35

to 0.10).

CONCLUSIONS:

Our analyses show that cash transfers improve retention in prevention of-toethid
transmission services méyrby mitigating the negative effect of not having money to come to
the clinic.
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J Acquir Immune Defic Synd2016 Aug 1;72 Suppl 2:S13%.doi:
10.1097/QA1.0000000000001060.

Mother Infant Retention for Health (MIR4Health): Study Design, Adaptations, and

Challenges With PMTCT Implementation Science Research.

Fayorsey RN Chege DWang G Reidy W, Peters ZSyengo M Barasa GOwino SQ Sirengo

M, Hawken MP Abrams EJ

Abstract

BACKGROUND:

Effective retention of HIVinfected mothers and their infants is fraught with multiple challenges,
resulting in loss across the continuum of prevention of exthchild HIV transmission

(PMTCT) care and missed opportunities to offer&iing HIV prevention and treatment.
METHODS:

The Mother Infant Retention for Health study is an indiviehaaldomized study evaluating the
effectiveness of active patientlfmv-up compared with standard of care on the combined
outcome of attrition of HIVinfected women and their infants at 6 months postpartum. Lay
counselors administered the active patient follgwpackage of interventions, including
individualized health @ucation, use of flip charts during clinic visits, and at home, phone and
short message service appointment reminders, active phone and physical tracking of patients
immediately after missed clinic visits, and individualized retention and adherence support
RESULTS:

Use of study visits to indicate participant progression along the PMTCT cascade highlights the
nature of loss among women and infants in PMTCT care because of issues such as pregnancy
complications, infant deaths, and transfer out. Delay inamgntation of Option B+,

unanticipated slow enrollment, a heatidwre worker strike, rapid HIV test kit shortages, and
changes in national PMTCT guidelines necessitated several modifications to the protocol design
and implementation to ensure successbmhpletion of the study.

CONCLUSIONS:

Flexibility when operationalizing an implementation science study is critical in the context of
the shifting landscape in a noncontrolled "realrld" setting.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5113246/

J Acquir Immune Defic Synd2016 Aug 1;72 Suppl 2:S138 doi:
10.1097/QA1.0000000000001059.

A Protocol for a Cluster Randomized Trial on the Effect of a "feeding buddy" Program on
adherence to the Prevention of MotheiTo-Child-Transmission Guidelines n a Rural Area

of KwaZulu -Natal, South Africa.

Reimers P, IsraetBallard K, Spies L, Tanser FThior I, Scott Gordon WCoutsoudis A
BACKGROUND:

The uptake of prevention of mothierchild-transmssion (PMTCT) services has improved in
South Africa but challenges remain, including adherence to the World Health Organization's
(WHO) PMTCT recommendations of exclusive breastfeeding (EBF), taking antiretroviral
medication (ARV); testing for early infadtagnosis; and reducing stigm&omen who

practice EBF for the first 6 months are less likely to transmit HIV to their infants, yet only
7% of women EBF for 6 months in South Africa. Adherence to these recommendations
remains challenging because of diffigities relating to disclosure and stigmaTo address this
challenge, the feeding buddy concept was developed based on studies where ARV buddies have
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proved effective in providing support for women living with HIV. Buddies have demonstrated a
positive effe€ on providing emotional and social support to adhere to PMTCT guidelines.
METHODS:

A cluster randomized controlled trial was conducted in 16 selected randomly assigned clinics in
uMhlathuze and uMlalazi districts of KwaZulu Natal, South Africa. Hbidsiive pregnant

women (n = 625) who intended to breastfeed were enrolled at 8 control clinics and 8
intervention clinics. The clinics were stratified on the basis of urban/rural/periurban locale and
then randomly allocated to either intervention or controthe intervention clinics, the

mother chose a feeding buddy to be enrolled alongside h&uantitative interviews with

mothers and their chosen buddies took place at enrollment during pregnancy and at routine
postdelivery visits at day 3 and weeks 6, bd 82. Women in the control clinics were followed
using the same evaluation schedilee trial evaluated the effect of a voluntary PMTCT

feeding buddy program on HIV-infected women's adherence to PMTCT recommendations
and stigma reduction. The proportionof women exclusively feeding at 5.5 months

postpartum was the primary endpoint of the trial . In-depth interviews were conducted

among a convenience sample of PMTCT counselors, community caregivers, mothers, and
buddies from intervention clinics and cortebinics to document their overall experiences.
DISCUSSION:

The information collected in this study could be used to guide recommendations on how to build
upon the current South Africa. PMTCT "buddy" strategy and to improve safe infant feeding.
The infomation would be applicable to many other similar resource poor settings with poor
social support structures.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5113241/

Maternal HIV prevention strategies

N Engl J Med2016 Dec 1;375(22):2122132. Epub 2016 Feb 22.

Use of a \aginal Ring Containing Dapivirine for HIV -1 Prevention in Women.

Baeten JMPalaneePhillips T, Brown ER Schwartz K SoteTorres LE Govender Y Mgodi
NM, Matovu Kiweewa F-Nair G, Mhlanga F Siva S Bekker LG Jeenarain NGaffoor Z
Martinson F Makanani B Pather A Naidoo L, Husnik M, Richardson BAParikh UM, Mellors
JW, Marzinke MA, Hendrix CW, van der Straten ARamjee GChirenje ZM Nakabiito G
Taha TE Jones ,JJMayo A, Scheckter RBerthiaume JLivant E, Jacobson (Ndase PWhite
R, Patterson KGermuga DGalaska BBunge K Singh D Szydlo DW, Montgomery ET
Mensch BSTorjesen K Grossman GlChakhtoura NNel A, Rosenberg ZMcGowan | Hillier
S; MTN-020 ASPIRE Study Team

Abstract

BACKGROU ND:

Antiretroviral medications that are used as prophylaxis can prevent acquisition of human
immunodeficiency virus type 1 (HAL) infection. However, in clinical trials among African
women, the incidence of HRY infection was not reduced, probably bessaof low adherence.
Longeracting methods of drug delivery, such as vaginal rings, may simplify use of
antiretroviral medications and provide HIVprotection.

METHODS:

We conducted a phaserandomized, doubleblind, placebo-controlled trial of a monthly
vaginal ring containing dapivirine, a non-nucleoside HIV-1 reversetranscriptase inhibitor,
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involving women between the ages of 18 and 45 years in Malawi, South Africa, Uganda,
and Zimbabwe.

RESULTS:

Among the 2629 women who were enrolled, 168 HIWifections occurred: 71 in the dapivirine
group and 97 in the placebo group (incidence, 3.3 and 4.5 per 100-geessnrespectively).

The incidence of HIV-1 infection in the dapivirine group was lower by 27% (95%

confidence interval [Cl], 1 to 46; P=0.04%than that in the placebo group In an analysis

that excluded data from two sites that had reduced rates of retention and adherence, the
incidence of HIV1 infection in the dapivirine group was lower by 37% (95% CI, 12 to 56;
P=0.007) than that in the glabo group. In a post hoc analysis, higher rates of Hpvotection
were observed among women over the age of 21 years (56%; 95% ClI, 31 to 71; P<0.001) but
not among those 21 years of age or young&t%,; 95% CI1-133 to 31; P=0.45), a difference
that wa correlated with reduced adherence. The rates of adverse medical events and
antiretroviral resistance among women who acquired-HINfection were similar in the two
groups.

CONCLUSIONS:

A monthly vaginal ring containing dapivirine reduced the risk Bf H infection among

African women, with increased efficacy in subgroups with evidence of increased adherence.
(Funded by the National Institutes of Health; ClinicalTrials.gov num¥€i,01617096).

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4993693/

HIV vaccine
(see Vacciné HIV vaccine)

Helminth and other gastrointestinal disorders
(See also AnaemjdiarrhoeaMicronutrients and food fortificatigrMalaria and HIVY

Infect Dis Poverty2017 Feb 9;6(1):30. doi: 10.1186/s402B7-0244z.

Impact of single annual treatment and fourmonthly treatment for hookworm and Ascaris
lumbricoides, and factors associated with residual infection among Kenyan school

children.

Kepha $, Mwandawiro C8, Anderson RM, Pullan RI#, Nuwaha E, Cano 3, Njenga SM,
Odiere MP, Allen E* Brooker S37, Nikolay B*.

BACKGROUND:

Schootbased deworming is widely implemented in various countries to reduce the burden of
soil-transmitted helminths (STHs), however finequency of drug administration varies in
different settings. In this study, we compatied impact of a single annual treatment and 4
monthly treatment over a follow-up among Kenyan school childrenand investigated the
factors associated with residuadection.

METHODS:

We performed a secondary analysis of data from a randomized trial investigating whether
deworming for STHs alters risk of acquiring mala@Ghildren received either a single
treatment or 4-monthly albendazole treatments were followedbngitudinally from

February 2014 to October 2014The relative impact of treatment and factors associated with
residual infections were investigated using miedfécts regression models. Predisposition to
infection was assessed based on Spearman'sina@nKendall's Tau correlation coefficients.
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RESULTS:

In the 4monthly treatment group, the proportion of children infected with hookworm decreased
from 59.9 to 5.7%, while Ascaris lumbricoides infections dropped from 55.7 to 6.2%. In the
single treatmengroup, hookworm infections decreased over the same time period from 58.7 to
18.3% (12.6% absolute difference in reduction, 95% CF18.8%), and A. lumbricoides from

56.7 to 23.3% (17.1% absolute difference in reduction, 95% CI:21311%). There wasrsing
evidence for predisposition to both STH types. Residual hookworm infection among children on
4-monthly treatment were associated with male sex and baseline nutritional status, whereas A.
lumbricoides infection was associated with individual and selev@ll infection at baseline,

latrine cleanliness at schools.

CONCLUSIONS:

This study found that-fnonthly treatment wsmore effective than single annual treatment.
Repeated treatments led to dramatic reductions in the intensities of STHs, but dichpletely

clear infections among school children in Kenya, a presumed reflection of reinfection in a
setting where there is ongoing transmission.

Free accessittps://www.ncbi.nlm.nih.goymc/articles/PMC5299645/

Am J Trop Med Hyg2016 Jul 6;95(1):83. doi: 10.4269/ajtmh.18816. Epub 2016 May 2.
Adverse Events from a Randomized, MultArm, Placebo-Controlled Trial of

Mebendazole in Children 1224 Months of Age.

Joseph SA Montresor &, Casapia M, Pezo I3, Gyorkos TW.

Abstract

Largescale deworming interventions, using anthelminthic drugs, are recommended in areas
where the prevalence of stihnsmitted helminth infection is high. Anthelminthic safety has
been established primarily in schame children. Our objective was to provide evidence on
adverse events from anthelminthic use in early childhaodndomized multi-arm, placebc
controlled trial of mebendazole, administered at different times and frequencies, was
conducted in children 2 months of age living in lquitos, Peru Children were followed up to

24 months of age. The association between mebendazole administration and the occurrence of a
serious or minor adverse event was determined using logistic regression. There was a total of
1,686 administrations of mebendazole and 1,676 administrations of placebo to 1,760 children.
Eighteen serious adverse events (i.e., 11 deaths and seven hospitalizations) and 31 minor
adverse events were reportétiere was no association between mebendd@nd the

occurrence of a serious adverse event (odds ratio [OR] = 1.21; 95% confidence interval

[CI] =0.47, 3.09) or a minor adverse event (OR = 0.84; 95% CI = 0.41, 1.7Rpsults from

our trial support evidence of safety in administering mebendanaiegdearly childhood. These
results support World Health Organization deworming policy and the scaling up of interventions
to reach children as of 12 months of age in endemic areas.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4944715/

Hepatitis

J Infect Dis.2016 Dec 1;214(11):1695699. Epub 2016 Sep 22.

68


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5299645/
https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/27139441
https://www.ncbi.nlm.nih.gov/pubmed/27139441
https://www.ncbi.nlm.nih.gov/pubmed/?term=Joseph%20SA%5BAuthor%5D&cauthor=true&cauthor_uid=27139441
https://www.ncbi.nlm.nih.gov/pubmed/?term=Montresor%20A%5BAuthor%5D&cauthor=true&cauthor_uid=27139441
https://www.ncbi.nlm.nih.gov/pubmed/?term=Casap%C3%ADa%20M%5BAuthor%5D&cauthor=true&cauthor_uid=27139441
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pezo%20L%5BAuthor%5D&cauthor=true&cauthor_uid=27139441
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gyorkos%20TW%5BAuthor%5D&cauthor=true&cauthor_uid=27139441
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4944715/
https://www.ncbi.nlm.nih.gov/pubmed

Randomised trials in child health in developing countries 20167

Hepatitis B Virus (HBV) Load Response to 2 Antiviral Regimens, Tenofovir/Lamivudine
and Lamivudine, in HIV/ HBV -Coinfected Pregnant Women in Guangxi, China: The
Tenofovir in Pregnancy (TiP) Study.

Wang 1?3 Wiener 4, Bulterys M-®, Wei X!, Chen 5, Liu W, Liang S, Shepard &° Wang
L8 Wang A, Zhang B3° Kourtis AP*.

Abstract

BACKGROUND:

There is limited information oantiviral therapy for hepatitis B virus (HBV) infection among
pregnant women coinfected with human immunodeficiency virus (HIV) and HBV.
METHODS:

A phase 2 randomized, controlled trial of a regimen containing tenofovir (TDF)/lamivudine
(3TC) and a regimeoontaining 3TC in HIV/HBVcoinfected pregnant women in China. The
HBV virological response was compared in study arms.

RESULTS:

The median decline in the HBV DNA level was 2.60:togppies/mL in the TDF/3TC arm and
2.24 logo copies/mL in the 3TC arm (P.41). All women achieved HBV DNA levels of <6
logio copies/mL at delivery.

CONCLUSIONS:

Initiation of either regimen led to achievement of HBV DNA levels below the threshold
associated with perinatal HBV transmission.

Injury prevention

Integrated management of Childhood lliness (IMCI)

lodine deficiency

Am J Clin Nutr.2016 Sep;104(3):628. doi: 10.3945/ajcn.116.134049. Epub 2016 Jul 27.

A doseresponse crossover iodine balance study to determine iodine requirements in early
infancy.

Dold §, Zimmermann MB, Baumgartner3) Davaz T, Galetti \*, Braegger & Andersson M.
Abstract

BACKGROUND:

Optimal iodine intake during infancy is critical for brain development, but no estimated average
requirement (EAR) is available for this age group.

OBJECTIVE:

We measured daily iodine intake, excretiomd @aetention over a range of iodine intakes in early
infancy to determine the minimum daily intake required to achieve iodine balance.

DESIGN:

In a doseresponse crossover studye randomly assigned healthy infants (n = 11; mean %

SD age 13 + 3 wk) to spientially consume over 33 d 3 infant formula milks (IFMs)
containing 10. 5, 19. 3, a nEach3dR/.was cangumed/fot1d @, k c a |
consisting of a @l runtin period followed by a4l balance period and 1 raut day.

RESULTS:

lodinent ake (mean N SD: 54.6 N 8.1, 142.3 N 23.
8.6, 121.9 N 21.7, and -2.888.3720.6l+23.6, ar®l3%8gR43) , a|
eg/d) differed among the | ow, .001lfdrall.@hereand hi
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was a linear relation between daily iodine intake and both daily iodine excretion and daily iodine
retention. Zero balance (i odine intake = 1iod
achieved at a dail 9 Cdbdi ®©®,i 80Dakg)of 70 eg (
CONCLUSION:

[
{

Our data indicate the iodine requirementin2to5mo-ol d i nf an tAddingan 70 € g/
all owance for accumulation of thyroidal i odi
recommended dietary all owance of 80 ¢g.

Kidney disease

Kidney Int.2017 Jul;92(1):24&57. doi: 10.1016/j.kint.2017.01.019. Epub 2017 Mar 18.
Mycophenolate mottil is inferior to tacrolimus in_sustaining remission in children with
idiopathic steroid-resistant nephrotic syndrome.

Sinha A, Gupta A, Kalaivani M?, Hari P, Dinda AK3, Bagga A.

Abstract

Studies of nephrotic syndrome show that substitution of calcineurin inhibitors by
mycophenolate mofetil (MMF) enables sustained remissiorcarigtosteroid sparing and
avoids therapy associated adverse effects. However, controlled studies in patients with steroid
resistance are lackinglere we examined the effect of switching from therapy with
tacrolimus to MMF on disease course in an opelabel, oneto-one randomized, controlled
trial on children (one to 18 years old), recently diagnosed with steroitesistant nephrotic
syndrome, at a referral center in India Following six months of therapy with tacrolimus,
patients with complete or partial remission were randomly assigned such that 29 received
MMF while 31 received tacrolimus along with tapering prednisolone on alternate days for
12 months. On intentiorto-treat analyseshe proportion of patients with a favorable

outcome (sustained remissin, infrequent relapses) at one year was significantly lower
(44.8%) in the MMF group than in the tacrolimus group (90.3%).The incidence of relapses
was significantly higher for patients treated with MMF than tacrolimus (mean difference: 1.05
relapses pepersonyear). While there was no difference in the proportion of patients with
sustained remission, the risk of recurrence of steroid resistance was significantly higher for
patients receiving MMF compared to tacrolimus (mean difference: 20.7%). Conwpared
tacrolimus, patients receiving MMF had a significantly (71%) lower likelihood of a favorable
outcome and significantly increased risk of treatment failure (frequent relapses, steroid
resistance). Thuseplacing tacrolimus with MMF after six months of tacrolimus therapy

for steroid-resistant nephrotic syndrome in children is associated with significant risk of
frequent relapses or recurrence of resistancé&.hese findings have implications for guiding
the duration of therapy with tacrolimus for steroédistant nephrotic syndrome.

Leishmaniasis

PLoS Negl Trop Dis2016 Sep 14;10(9):e0004880. doi: 10.1371/journal.pntd.0004880.
eCollection 2016 Sep.

Efficacy and Safety of AmBisome in Combination with Sodium Stibogluconate or
Miltefosine and Miltefosine Monotherapy for African Visceral Leishmaniasis: Phase I
Randomized Trial.
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Wasunna M? Njenga $, Balasegaram R} Alexander N, Omollo R, Edwards F, Dorlo TP,
Musa E, Ali MH 8, Elamin MY®, Kirigi G2, Juma R, Kip AE>’, Schoone G¥) Hailu A® Olobo
JO Ellis S, Kimutai R*? Wells S, Khalil EA®, Strub Wourgaft K, Alves F¥, Musa .
BACKGROUND:

SSG&PM over 17 days is recommended as first line treatment for visceral leishmaniasis in
eastern Africa, but is painful and requires hospitalization. Combinatiomeegiincluding
AmBisome and miltefosine are safe and effective in India, but there are no published data from
trials of combination therapies including these drugs from Africa.

METHODS:

A phase Il opedlabel, noncomparative randomized trial was conduate@udan and Kenya to
evaluate the efficacy and safety of three treatment regirh®rmeg/kg single dose AmBisome
plus 10 days of SSG (20 mg/kg/day), 10 mg/kg single dose AmBisome plus 10 days of
miltefosine (2.5mg/kg/day) and miltefosine alone (2.5 mg/kipy for 28 days).The primary
endpoint was initial parasitological cure at Day 28, and secondary endpoints included definitive
cure at Day 210, and pharmacokinetic (miltefosine) and pharmacodynamic assessments.
RESULTS:

In sequential analyses with 4%1 patients per arm, initial cure was 85% (95% CI: 7392)

in all arms. At D210, definitive cure was 87% (95% CI: 7797) for AmBisome + SSG, 77%
(95% CI 64-90) for AmBisome + miltefosine and 72% (95% CI 6&85) for miltefosine

alone, with lower efficacy in yourger patients who weigh less. Miltefosine pharmacokinetic
data indicated undexxposure in children compared to adults.

CONCLUSION:

No major safety concerns were identified, paint estimates of definitive cure were less than
90% for each regimen so noa will be evaluated in Phase lll trials in their current form.
Allometric dosing of miltefosine in children needs to be evaluated.

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articléd1C5023160/

Am J Trop Med Hyg2017 Jan 11;96(1):18289. doi: 10.4269/ajtmh.16345. Epub 2016 Nov

22.

Effectiveness of ShoHCourse Meglumine Antimoniate (Glucantime®) for Treatment of

Visceral Leishmaniasis: A 13Year, Multistage, Non-Inferiority Study in Iran.

Alborzi Al, Pouladfar G, Attar A>*5, Falahi P, Jafarpour Z Karimi A’, Kadivar MR

Abstract

The World Health Organization's (WHQO) recommendation isl@gcourse of meglumine
antimoniate (Glucantinfe Sanofi Aventis, France) for the treatment of visceral leishmaniasis
(VL). The aim of this study was to evaluate the effectiveness of a shorter duration of treatment
in regions with low level of resistance to Glucantiaring 13 years, this study was

conducted in three phases on 392 patientis the pilot first phase, we perfoed splenic

punctures in seven patients to assess the correlation between the changes in the parasite load
during treatment with Glucantime and defervescence. With defervescence, parasite density was
dramatically dropped (P = 0.014), propounding deferveszas a marker of parasitological
responseOn the basis of the results, we conducted a randomized trial on 75 patients,
comparing the efficacy of continuation of Glucantime therapy for 1, 2, or 3 weeks after
defervescence. The treatment course of 1 weaker defervescence (mean = 11.7 days) was
non-inferior to that of 3 weeks (final cure rate, 96% versus 100%; P = 0.023Jhe third

phase was a retrospective cohort study of 302 patients treated either with the WHQO's regimen or
for 7 days after defervesoan (intervention group). Relapse was detected in 8.3% patients of the
intervention group and in 5% patients following the WHQO's regimen (P = 0.006 for non
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inferiority). The final duration of treatment in intervention group was significantly shorter than
standard course (13.3 £ 2.6 versus 28 days; P < 0.B04ymmary, treatment of VL with
Glucantime for 1 week after defervescence was nanferior to and appears to be an
acceptable alternative to the standard 2&lay course for patients in Iran who show a
response to antimonial therapy

Dermatol Ther2016 Sep;29(5):35863. doi: 10.1111/dth.12357. Epub 2016 Apr 12.

Topical liposomal azithromycin in the treatment of acute cutaneous leishmaniasis.

Rajabi 3 Layegh B, Hashemzadeh*SKhoddami M.

Abstract

Cutaneous leishmaniasis (CL) treatment is based on pentavalant antimony (sbv) drugs which are
accompanied by many side effects and are facingiresFasingesistance. Topical treatment

of CL is an attractive alternative avoiding toxicities of parenteral therapy while being
administered through a simple painless route. The liposomal formulations of different drugs
have recently been increasingly used in thatinent of several types of leishmaniasise

efficacy of a topical liposomal azithromycin formulation was compared with intralesional
meglumine antimoniate (glucantime) in the treatment of CL Sixty-six patients with 97

lesions who met our inclusion @tia were randomly divided into two groups. One group was
administered with the topical liposomal form of azithromycin twice daily. The other group was
treated by weekly intralesional injections of glucantime with a volume &2 @r&3 into each

lesion tll complete blanching of the lesion occurred. Clinical evaluations were performed
weekly during the treatment course (8 weeks) by a single dermatologist for both groups. Per
protocol analysis showed no statistically significant difference between thedwasg

(p = 0.84, 95% conf i de+.8xA). Semousamgysal¢ effdctS€Wweyre = 0. °

not observed in either groupopical liposomal azithromycin has the same efficacy as
intralesional glucantime in the treatment of CL

Leprosy

Malaria
(See also Materndiealth Anaemia

Malar J.2016 Jul 8;15:349. doi: 10.1186/s129365-1388 1.

Geospatial factors associted with infection risk among young children in rural Ghana: a
secondary spatial analysis.

Aimone AMY, Brown PE, Zlotkin SH’, Cole DC, OwusuAgyei S".

Abstract

BACKGROUND:

Determinirg the spatial patterns of infection among young children living in a madadamic
area may provide a means of locating ki populations who could benefit from additional
resources for treatment and improved access to healthcare. The objectisesedndary
analysis of baseline data from a clust@mdomized trial among 1943 young Ghanaian children
(6-35months of age) was to determine the-gpatial factors associated with malaria and-non
malaria infection status.
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METHODS:

Spatial analyses werconducted using a generalized linear geostatistical model with a Matern
spatial correlation function and four definitions of infection status using different combinations
of inflammation (CGreactive protein, CRP 5 mg/L) and malaria parasitaemia (withwithout
fever). Potentially informative variables were included in a final model through a series of
modelling steps, including: individudgvel variables (Model 1); househdlelvel variables

(Model 2); and, satellitelerived spatial variables (Model. & final (Model 4) and maximal

model (Model 5) included a set of selected covariates from Models 1 to 3.

RESULTS:

The final models indicated that children with inflammation (CRP> 5 mg/L) and/or any
evidence of malaria parasitaemia at baseline were mofikely to be under 2years of age,
stunted, wasted, live further from a health facility, live at a lower elevation, have less
educated mothers, and higher ferritin concentrations (corrected for inflammation)

compared to children without inflammation or parasitaemia Similar results were found

when infection was defined as clinical malaria or parasitaemia with/without fever (definitions 3
and 4). Conversely, when infection was defined using CRP only, all covariates were non
significant with the exception difaseline ferritin concentration. In Model 5, all infection
definitions that included parasitaemia demonstrated a significant interaction between normalized
difference vegetation index and land cover type. Maps of the predicted infection probabilities
and patial random effect showed defined higind lowrisk areas that tended to coincide with
elevation and cluster around villages.

CONCLUSIONS:

The risk of infection among young children in a malam@emic area may have a predictable
spatial pattern whicls associated with geographical characteristics, such as elevation and
distance to a health facility.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4938940/

Malaria diagnosis

Malar J.2017 Jan 3;16(1):6. doi: 10.1186/s129865-1658Y.

Expanding access to parasitdased malaria diagnosistirough retail drug shops in

Tanzania: evidence from a randomized trial and implications for treatment.

Maloney K, Ward A2, Krenz B, Petty N, Bryson L%, Dolkart ¢, Visser T, Le Menach A,

Scott VK, Cohen JM, Mtumbuka E, Mkude S.

Abstract

BACKGROUND:

Tanzania has seen a reduction in the fraction of fevers caused by malaria, likely due in part to
scaleup of control measures. While national guide$ require parasiigased diagnosis prior to
treatment, it is estimated that more than half of suspected malaria treatrking in Tanzania
initiates in the private retail sector, where diagnosis by malaria rapid diagnostic test (RDT) or
microscopy isllegal. This pilot study investigated whether the introduction of RDTs into
Accredited Drug Dispensing Outlets (ADDOSs) under realistic market conditions would improve
case management practices.

METHODS:

Dispensers from ADDOs in two intervention distsiot Tanzania were trained to stock and
perform RDTs and monitored quarterly. Each district was assigned a different recommended
retail price to evaluate the need for a subsidy. Malaria RDT and arterrbsis@a combination
therapy (ACT) uptake and availlity were measured prmtervention and year post

73


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4938940/
https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/28049481
https://www.ncbi.nlm.nih.gov/pubmed/28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Maloney%20K%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ward%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Krenz%20B%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Petty%20N%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bryson%20L%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dolkart%20C%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Visser%20T%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Le%20Menach%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Scott%20VK%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cohen%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mtumbuka%20E%5BAuthor%5D&cauthor=true&cauthor_uid=28049481
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mkude%20S%5BAuthor%5D&cauthor=true&cauthor_uid=28049481

Randomised trials in child health in developing countries 20167

intervention through structured surveys of ADDO owners and exiting customers in both
intervention districts and one contiguous control district. Descriptive analysis and logistic
regression were used ¢compare the three districts and identify predictive variables for testing.
RESULTS AND DISCUSSION:

A total of 310 dispensers from 262 ADDOs were trained to stock and perform RDTs. RDT
availability in intervention ADDOs increased from 1% (n=172) to 73% @ = 163) during

the study; ACT medicines were available in 75% of 260 pratervention and 68% of 254
postintervention ADDOs. Pretreatment testing performed within the ADDO increased from O
to 65% of suspected malaria patients who visited a shop (95%.869.6%) with no

difference between intervention districts. Overall parasitged diagnosis increased from 19 to
74% in intervention districts and from 3 to 18% in the control district. Prior knowledge of RDT
availability (aOR= 1.9, p=0.03) and RDTexperience (aOR 1.9, p=0.01) were predictors for
testing. Adherence data indicated that 75% of malaria positives received ACT, while 3% of
negatives received ACT.

CONCLUSIONS:

Trained and supervised ADDO dispensers in rural Tanzania performed and sol@DTs

under real market conditions to twothirds of suspected malaria patients during this one

year pilot. These results support the hypothesis that introducing RDTSs into regulated private
retail sector settings can improve malaria testing and treatnaiigess without an RDT

subsidy.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5209819/

Trop Med Int Health2016 Sep;21(9):11570. doi: 10.1111/tmi.12748. Epub 2016 Aug 9.
Appropriate targeting of artemisinin -based combination therapy by community health

workers using malaria rapid diagnostic tests: findings from randomized trials in two

contrasting areas of high and low malaria transmission in soutlwestern Uganda.

Ndyomugyenyi B, Magnussen ® Lal S?, Hansen K, Clarke SE.

OBJECTIVE:

To compare the impact of malaria rapid diagnostic tests (MRDTSs), used by community health
workers (CHWSs), on the proportion of children <5 years of age receiving appropriately targeted
treatment with @emisininbased combination therapy (ACT), vs. presumptive treatment.
METHODS:

Clusterrandomized trials were conducted in two contrasting areas of modetatgh and low
malaria transmission in rural Uganda. Each trial examined the effectiveness dfsmiRibe
management of malaria and targeting of ACTs by CHWs comparing two diagnostic approaches:
(i) presumptive clinical diagnosis of malaria [control arm] and (ii) confirmatory diagnosis

with mRDTs followed by ACT treatment for positive patients [intervention arm], with

village as the unit of randomisation.Treatment decisions by CHWs were validated by
microscopy on a reference blood slide collected at the time of consultation, to compare the
proportion of children <5 years receiving appropriately t@d)dCT treatment, defined as

patients with microscopicalgonfirmed presence of parasites in a peripheral blood smear
receiving artemethdumefantrine or rectal artesunate, and patients with no malaria parasites not
given ACT.

RESULTS:

In the moderat¢o-high transmission area, ACT treatment was appropriately targeted in 79.3%
(520/656) of children seen by CHWSs using mRDTs to diagnose malaria, vs. 30.8% (215/699) of
children seen by CHWSs using presumptive diagnosis (P < 0.001). In the low transntisajon a
90.1% (363/403) children seen by CHWs using mRDTSs received appropriately targeted ACT
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treatment vs. 7.8% (64/817) seen by CHWSs using presumptive diagnosis (P < 0.001). Low
MRDT sensitivity in childrenwithlovd e nsi t y par asi t aeavasiidentifiedk 200 p e
as a potential concern.

CONCLUSION:

When equipped with mRDTs, ACT treatments delivered by CHWs are more accurately
targeted to children with malaria parasites.mRDT use could play an important role in

reducing overdiagnosis of malaria antproving fever case management within iCCM, in both
moderateto-high and low transmission areas. Nonetheless, missed treatments due to the low
sensitivity of current mRDTSs in patients with low parasite density are a concern. For
communitybased treatmentiareas of low transmission and/or fionmune populations,
presumptive treatment of all fevers as malaria may be advisable, until more sensitive diagnostic
assays, suitable for routine use by CHWSs in remote settings, become available.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5031222/

Malar J.2016 Nov 24;15(1):568.

Community health workers adherence to referral guidelines: evidence from studies
introducing RDTSs in two malaria transmission settings in Uganda.

Lal SY, Ndyomugenyi R, Paintain I3, Alexander N3, Hansen K& Magnussen ®
Chandramohan H)Clarke SE.

Abstract

BACKGROUND:

Many malariaendemic countries hawmplemented national community health worker (CHW)
programmes to serve remote populations that have poor access to malaria diagnosis and
treatment Despite mounting evidence of CHWs' ability to adhere to malaria rapid

diagnostic tests (RDTs) and treatmenguidelines, there is limited evidence whether CHWs
adhere to the referral guidelines and refer severely ill children for further managementin
southwest Uganda, this study examined whether CHWs referred children according to training
guidelines and desbed factors associated with adherence to the referral guideline.
METHODS:

A secondary analysis was undertaken of data collected during two glustiemized trials
conducted between January 2010 and July 2011, one in a meenggh malaria transmigsn
setting and the other in a low malaria transmission setilh@HWSs were trained to

prescribe artemisinin-based combination therapy (ACT) and recognize symptoms in
children that required immediate referral to the nearest health centre Intervention am

CHWs had additional training on how to conduct an RDT; CHWs in the control arm used a
presumptive diagnosis for malaria using clinical signs and symptoms. CHW treatment registers
were reviewed to identify children eligible for referral according toningi guidelines
(temper at tC), o assdss wWh@Her. CHWs adhered to the guidelines and referred them.
Factors associated with adherence were examined with logistic regression models.
RESULTS:

CHWs failed to refer 58.8% of children eligible in themoderate-to-high transmission and
31.2% of children in the low transmission setting CHWs using RDTs adhered to the referral
guidelines more frequently than CHWSs not using RDTs (modéoategh transmission: 50.1 vs
18.0%, p=0.003; low transmission: 88vs 44.1%, < 0.001). In both settings, fewer than 20%
of eligible children received pneferral treatment with rectal artesunate. Children who were
prescribed ACT were very unlikely to be referred in both settings (97.7 and 73.3% were not
referred inthe moderatéo-high and low transmission settings, respectively). In the moderate
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to-high transmission setting, day and season of visit were also associated with the likelihood of
adherence to the referral guidelines, but not in the low transmissiorgsetti

CONCLUSIONS:

CHW adherence to referral guidelines was poor in both transmission settings. However, training
CHWs to use RDT improved correct referral of children with a high fever compared to a
presumptive diagnosis using sign and symptoms. As mamyres scale up CHW

programmes, routine monitoring of reported data should be examined carefully to assess
whether CHWSs adhere to referral guidelines and take remedial actions where required.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5121932/

Insecticide-treated bed nets

Malar J.2017 Apr 7;16(1):142. doi: 10.1186/s12936/-1767-2.

Effects of communitylevel bed net coverage on malaria morbidity in Lilongwe, Malawi.
Escanilla V?, Alker A2, Dandab L3, Juliano J3*®, Miller WC?# Kamthuza P, Tembo P,

Tegha G, Martinson B, Emch M*¢, Hoffman 1?3,

BACKGROUND:

The protective effect of insecticideeated bed nets against individledel malaria

transmission is well known, however commuriyel effects are less understo®uotective
effects from community-level bed net use against ntaria transmission have been observed

in clinical trials, however, the relationship is less clear outside of a controlled research
setting. The objective of this research was to investigate the effect of comrhenvetybed net

use against malaria transisiisn outside of a bed net clinical trial setting in Lilongwe, Malawi
following national efforts to scalep ownership of londasting, insecticiddreated bed nets.
METHODS:

An annual, crossectional, householdhndomized, malaria transmission intensiyvey was
conducted in Lilongwe, Malawi (2012013). Health, demographic, and geogragbaation

data were collected. Participant blood samples were tested for Plasmodium falciparum presence.
The percentage of people sleeping under a bed net withim40@ Xkm radii of all

participants was measured. Mixed effects logistic regression models were used to measure the
relationship between malaria prevalence and surrounding bed net coverage. Each year, 800
people were enrolled (400 ¢&ars; 200 Bl9years;2 0 0 y@s2sptotal = 2400).

RESULTS:

From 2011 to 2013, malaria prevalence declined from 12.9 to 5.6%, while bed net use
increased from 53.8 to 78.6%. For every 1% increase in community bed net coverage,
malaria prevalence decreased among children wuter 5 years old[adjusted odds ratio: 0.98
(0.96, 1.00)]. Similar effects were observed in participasit $ears [unadjusted odds ratio:
0.98 (0.97, 1.00)]; the effect was attenuated after adjusting for indiMielellbed net use.
Community coverage vganot associated with malaria prevalence amongsadulfy&afs.
Supplemental analyses identified more pronounced indirect protective effects from community
level bed net use against malaria transmission among children upe@rs5vho were sleeping
under a bed net [adjusted odds ratio: 0.97 (0.94, 0 &®)jpared to children who were not
sleeping under a bed net [adjusted odds ratio: 0.99 (0.97, 1.01)].

CONCLUSIONS:

Malawi's efforts to scale up ownership of longasting, insecticidetreated bed nets are
effective in increasing reported uselncreased comunity-level bed net coverage appears to
provide additional protection against malaria transmission beyond individual use imerigal
context.
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Free accessittps://www.ncbi.nlm.nih.gv/pmc/articles/PMC5383956/

Malar J.2017 Jan 3;16(1):12. doi: 10.1186/s12936-16542.

The effect of small solarpsver ed ' Bk ' net fans on mosqui't
randomized controlled crossover trial in southern Ghana.

Briét O}, Yukich JG*, Pfeiffer C6, Miller W7, Jaeger M%®, Khanna N6, Oppong 8,

Nardini P, Ahorlu CK®, Keating 3.

BACKGROUND:

Long-lasting insecticidal nets (LLINS) are ineffective malaria transmission prevention tools if
they are unused.ifcomfort due to heat is the most commonly reported reason for not using
nets, but this problem is largely unaddressed. With increasing rural electrification and the
dropping price of solar power, fans could improve comfort inside nets and be affordable to
populations in malaria endemic areas. Here, results are presented from a pilot randomized
controlled cros®ver study testing the effect of fans on LLIN use.

METHODS:

Eighty-three households from two rural communities in Greater Accra, Ghana, randamized
three groups, participated in a-fifbnth crossover trial. After a screening survey to identify
eligible households, all households received new LLBNS. k net fan systems
member) were given to households in Group 1 and water filters were given to households

in Group 2. At mid-point, Group 1 and 2 crossed over interventions. Households in Group 1
and 2 participated in fortnightly surveys lbouseholds' practices related to nets, fans and water
filters, while households in Group 3 were surveyed only at screeninggamtiand study end.
Entomological and weather data were collected throughout the study. Analysis took both 'per
protocol' (PPand 'intention to treat' (ITT) approaches. The-maid engpoint survey data from
Group 1 and 2 were analysed using Firth logistic regressions. Fortnightly survey data from all
groups were analysed using logistic regressions with random effects.

RESULTS:

Provision of fans to households appeared to increase net use in this studithough the
increase in net use explained by fans was not significant in the primary analyses (ITT odds ratio
3.24, p>0.01; PP odds ratie 1.17, p> 0.01), it was significanih secondary PP analysis (odds
ratio=1.95, p< 0.01). Net use was high at screening and even higher after provision of new
LLINs and with follow up. Fan use was-A00% depending on the fortnightly visit.
CONCLUSIONS:

This pilot study could not providgefinitive evidence that fans increase net use. A larger study
with additional statistical power is needed to assess this association across communities with
diverse environmental and soglemographic characteristics.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5209841/

Lancet Infect Dis2016 Oct;16(10):11697. doi: 10.1016/S148¢3099(16)3014& . Epub 2016
Jun 29.

Efficacy of topical mosquito repellent (picaridin) plus longlasting insecticidal nets versus
long-lasting insecticidal nets alone for control of malaria: a elster randomised controlled

trial.
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Sluydts \4, Durnez 12, Heng S, Gryseels €, Canier 1, Kim S°, Van Roey K, Kerkhof K?,

Khim N° Mao &, Uk S, Sovannarth S, Grietens KP, Sochantha § Menard 3, Coosemans

M8,

BACKGROUND:

Although effective topical repellents provide personal protection against malhgther mass

use of topical repellents in addition to longasting insecticidal nets can contribute to a

further decline of malaria is not known, particularly in areas where outdoor transmission
occurs. We aimed to assess the epidemiological efficacy of a highly effective topical repellent in
addition to longlasting insecticidal nets in reducing malaria prevalence in this setting.
METHODS:

A cluster randomised controlled trial was done in the 117 most endemic villages in

Ratanakiri province, Cambodia, to assess the efficacy of topical repellents in addition to
long-lasting insecticidal nets in controlling malaria in a lowendemic setting We dd a pre

trial assessment of village accessibility and excluded four villages because of their
inaccessibility during the rainy season. Another 25 villages were grouped because of their
proximity to each other, resulting in 98 study clusters (comprisihgre# single village or

multiple neighbouring villages). Clusters were randomly assigned (1:1) to either a contrel (long
lasting insecticidal nets) or intervention (lelagting insecticidal nets plus topical repellent)

study group after a restricted ramgisation.All clusters received one longasting insecticidal

net per individual, whereas those in the intervention group also received safe and effective
topical repellents(picaridin KBR3023, SC Johnson, Racine, WI, USA), along with instruction
and promdion of its daily use. Crossectional surveys of 65 randomly selected individuals per
cluster were done at the beginning and end of the malaria transmission season in 2012 and 2013.
The primary outcome was Plasmodium spesj@scific prevalence in partgants obtained by
reattime PCR, assessed in the intertiorireat population. Complete safety analysis data will

be published seperately; any-ladc adverse events are reported here. This trial is registered with
ClinicalTrials.gov, numbeRNCT01663831

FINDINGS:

Of the 98 clusters that villages were split into, 49 were assigned to the control group and 49
were assigned to the intervention group. Despite havingcessitl distribution system, the

daily use of repellents was suboptimuxo postintervention differences in PCR

plasmodium prevalence were observed between study grouips2012 (4-91% in the control
group vs 4-86% in the intervention group; adjusted wdtis [aOR] 1-01 [95% CI 0-6Q-70];
p=0-975) or in 2013 (2:96% in the control group vs 3-85% in the intervention group; aOR 1-31
[0-81-2-11]; p=0-266). Similar results were obtained according to Plasmodium species (1-33%
of participants in the interventiagroup vs 1:10% in the intervention group were infected with
Plasmodium falciparum; aOR 0-83 [0-4456]; p=0-561; and 1-85% in the control group vs
2-67% in the intervention group were infected with Plasmodium vivax; aOR 1-5120688
p=0-133). 41 aderse event naotifications from nine villages were received, of which 33 were
classified as adverse reactions (11 of these 33 were cases of repellent abuse through oral
ingestion, either accidental or not). All participants with adverse reactions fullyerecband

17 were advised to permanently stop using the repellent.

INTERPRETATION:

Mass distribution of highly effective topical repellents in resourcesufficient conditions did

not contribute to a further decline in malaria endemicity in a preelimination setting in the
Greater Mekong subregion Daily compliance and appropriate use of the repellents remains
the main obstacle.

Free accessittp://www.thelancecom/journals/laninf/article/P11IS1473099(16)30148
7/fulltext
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Malar J.2016 Oct 18;15(1):509.

Communication for behavioural impact in enhancing utilization of insecticidetreated bed
nets among mothers of undefive children in rural North Sudan: an experimental study.
Elmosaad YM, Elhadi M?, Khan A3, Malik EM* Mahmud #°.

BACKGROUND:

Malaria is the leading cause of morbidity and mortality in Sudan. The entire population is at risk
of contracting malaria to different levelBhis study aimed to assess the effectiveness of
communication for behavioural impact (COMBI) strategy in enhancing the utilization of
long-lasting insecticidal nets (LLINS) among mothers of undefive children in rural areas.
METHODS:

A randomized community trial was conducted in rural area of Kosti locality, White Nile State,
Sudan among mothers of undéwe children, from January 2013 to February 2014. A total of
761 mothers from 12 villages were randomly selected, 412 mothers from intervention
villages and 349 were from comparison villages.

RESULTS:

The knowledge of mothers, irintervention villages, about malaria vector, personal

protective measures (PPM) against malaria, and efficacy of LLINs was significantly
increased from 86.9 to 97.36; 45.9 to 92% and 77.7 to 96.1% respectively. Knowledge
about usefulness of PPM, typelsmosquito nets and efficacy of LLINs was significantly higher
in intervention villages compared to comparison villages@p. 0 5% ¥ 0.64), Mothers in
intervention villages increasingly perceived, pogérvention, that malaria was a serious
diseas€99.3%), a preventable disease (9803 and also LLINs as an effective intervention in
malaria prevention (92.%). This resulted in an increase in the utilization rate of LLINs from
19.2 to 82.8% in intervention villages compared to comparison villgges0.05) [OR= 4.6,

95%, CI=(3.725 . 7 23=]0.64). The average of mothers' knowledge about malaria was
increased by 6% {=0D.64), the use of LLINs was increased by289 {=0D.79) and a

positive attitude towards malaria was 2.25 times higher in interventiagedlthan among
mothers in the comparison villages.

CONCLUSIONS:

These results established the usefulness of COMBI strategy for increasing awareness about
malaria, developing a positive perception towards malaria prevention and, increasing the
utilization of LLINS.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5070147/

BMC Public Health2016 Jul25;16:633. doi: 10.1186/s128846-3287-3.

The effectiveness of noipyrethroid insecticide-treated durable wall lining to control
malaria in rural Tanzania: study protocol for a two-armed clusterrandomized trial.
Mtove G, Mugasa JP Messenger LA Malima RC, Mangesho P Magogo F, Plucinski M*®,
Hashimu R, Matowo 8, Shepard D, Batengana B Cook 3, Emidi B%’, Halasa ¥, Kaaya R,
Kihombo A2, Lindblade K&, Makenga G, Mpangala R, Mwambuli A%, Mzava R, Mziray A?,
Olang @&, Oxborough RM, Seif M?, Sambu E, Samuels A SudiW?, Thomas ¥, Weston 8,
Alilio M ', Binkin N*?, Gimnig P, Kleinschmt I3, McElroy P*®, Moulton LH*3, Norris L,
Ruebush ¥, Venkatesan M, Rowland M, Mosha FW, Kisinza WN?.

Abstract

BACKGROUND:
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Despite considerable reductions in malaria achieved by saghimgnglasting insecticidal nets
(LLINs) and indoor residual spraying (IRS), maintaining sustained community protection
remains operationally challeimg. Increasing insecticide resistance also threatens to jeopardize
the future of both strategieNon-pyrethroid insecticide-treated wall lining (ITWL) may

represent an alternate or complementary control method and a potential tool to manage
insecticide resistanceTo date no study has demonstrated whether ITWL can reduce malaria
transmission nor provide additional protection beyond the current best practice of universal
coverage (UC) of LLINs and prompt case management.

METHODS/DESIGN:

A two-arm clusterandomized controlled trial will be conducted in rural Tanzania to assess
whether nomyrethroid ITWL and UC of LLINs provide added protection against malaria
infection in children, compared to UC of LLINs alone. Stratified randomization based on
malaria pevalence will be used to select 22 village clusters per arm. All 44 clusters will receive
LLINs and half will also have ITWL installed on interior house walls. Study children, aged

6 months to 1Jears old, will be enrolled from each cluster and followezhthly to estimate
cumulative incidence of malaria parasitaemia (primary endpoint), time to first malaria episode
and prevalence of anaemia before and after intervention. Entomological inoculation rate will be
estimated using indoor CDC light traps anddoor tent traps followed by detection of

Anopheles gambiae species, sporozoite infection, insecticide resistance and blood meal source.
ITWL bioefficacy and durability will be monitored using WHO cone bioassays and household
surveys, respectively. Sociahd cultural factors influencing community and household ITWL
acceptability will be explored through foegsoup discussions and-@epth interviews. Cost
effectiveness, compared between study arms, will be estimated per malaria case averted.
DISCUSSION:

This protocol describes the largeale evaluation of a novel vector control product, designed to
overcome some of the known limitations of existing methods. If ITWL is proven to be effective
and durable under field conditions, it may warrant consider&tioprogrammatic

implementation, particularly in areas with long transmission seasons and where pyrethroid
resistant vectors predominate. Trial findings will provide crucial information for policy makers
in Tanzania and other malagademic countries tguide resource allocations for future control
efforts.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4960851/

Other preventative interventions
(See also: Vaccindsmalara vaccine)

Int J Antimicrob Agents2017 Mar;49(3):33847. doi: 10.1016/j.ijjantimicag.2016.11.017.

Epub 2017 Jan 17.

Efficacy and safety of intermittent preventive treatment in schoolchildren with
sulfadoxine/pyrimethamine (SP) and SP plus piperaguine in Democratic Republic of the

Congo: a randomised controlled trial.

Matangila JR, Doua JY, Mitashi P, da Luz R¥, Lutumba P, Van Geertruyden JP

Abstract

In endemic areas, malaria and its adverse effects in schoolchildren may be prevented by
intermittent preventive treatment (IPTsc). However, the most appropriate drug regimen for

IPTsc remains to be identified. A randomised controlled trial wasumed in Kinshasa, DRC.
Enroll ed schoolchildren were assigned to a p:
sul fadoxine/pyrimethamine (SP) (n = ZH@2) or .
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primary endpoint was haemoglobin (Hb) change. Secondary endpoints were anaemia,
parasitaemia wvalence and clinical malaria incidence. Data were analysed by modified
intentionto-treat (MITT) and peprotocol. A linear mixed mode was used due to repeated
measurements. Of 616 enrolled children, 410 (66.6%) were eligible for mITT analysis. The

conrd arm was used as reference. After 12 mont
Cl-0.61 to 0.47; P = -0.6868)Pavxd. 0189 g/dhe (B8P 1
respectivelySP treatment reduced anaemia, malaria parasitaemia and clinical ataria by

10%(020%; P = 0-3@60;, PL9%O0(DA2)t @anB7BD5% (= 0. 37

respectively. The corresponding values for SP/PQ were 28% (19 7 %; P <0.001), 4
52 %; P <0. 001179 9%;n dP hNaWsatdsla) severe adverse events (SAEse
observedSP/PQ offered substantial protection against anaemia, malaria parasitaemia and

clinical malaria and showed no SAEs. SP/PQ, a combination of two loragting nor-

artemisinin-based antimalarials, may be a valuable option for IPTsc in Africa

PLoS One2016 Oct 20;11(10):e0162563. doi: 10.1371/journal.pone.0162563. eCollection
2016.

Safety of Seasonal Malaria Chemomvention (SMC) with SulfadoxinePyrimethamine

plus Amodiaquine when Delivered to Children under 10 Years of Age by District Health
Services in Senegal: Results from a Steppatledge Cluster Randomized Trial.

NDiaye JI}, Cissé B2, Ba EH, Gomis JE, Ndour CT, Molez JF, Fall FB*, Sokhna &, Faye

B!, Kouevijdin B, Niane FK, Cairns M, Trape JB Rogier &, Gaye G, Greenwood BM,

Milligan P.J.

Abstract

BACKGROUND:

It is recommended that children aged 3 months to five years of age living in areas of seasonal
transmission in the suBahel should receive Seasonal Malaria ChemopreventMd@) &ith
sulfadoxinepyrimethamine plus amodiaquine (SPAQ) during the malaria transmission season.
The purpose of this study was to evaluate the safety of SMC with SPAQ in children when
delivered by community health workers in three districts in SenegalesMC was introduced

over three years, in children from 3 months of age to five years of age in the first year, then in
children up to 10 years of age.

METHODS:

A surveillance system was established to record all deaths and all malaria cases diagnosed a
health facilities and a pharmacovigilance system was established to detect adverse drug
reactions. Health posts were randomized to introduce SMC in a stepped wedge design. SMC
with SPAQ was administered once per month from September to November, by alite

posts in 2008, by 27 in 2009 and by 45 in 2010.

RESULTS:

After three years, 780,000 documented courses of SMC had been administered. High coverage
was achieved. No serious adverse events attributable to the intervention were detected, despite a
high level of surveillance.

CONCLUSIONS:

SMC is being implemented in countries of the-8ahel for children under 5 years of age, but

in some areas the age distribution of cases of malaria may justify extending this age limit, as has
been done in Senegalu©results show that SMC is well tolerated in children under five and in
older children. However, pharmacovigilance should be maintained where SMC is implemented
and provision for strengthening national pharmacovigilance systems should be included in plans
for SMC implementation.
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Effectiveness of Seasonal Malaria Chemoprevention in Children under Ten Years of Age

in Senegal: A SteppedNedgeCluster-Randomised Trial.

Cissé B2 Ba EH3 Sokhna G, NDiaye JI, Gomis JE, Dial Y#, Pitt C?, NDiaye M!, Cairns

M?, Faye E, NDiaye M, Lo A%, Tine R, Faye S, Faye B, Sy O', Konate 1}, Kouevijdin E,

Flach G, Faye G, Trape JE Sutherland & Fall FB*, Thior PM*, Faye OK,, Greenwood B

Gaye O, Milligan P2

BACKGROUND:

Seasonal Malaria Chemoprevention (SM@hvgulfadoxinepyrimethamine (SP) plus

amodiaquine (AQ), given each month during the transmission season, is recommended for
children living in areas of the Sahel where malaria transmission is highly seasonal. The
recommendation for SMC is currently lirad to children under five years of age, but, in many
areas of seasonal transmission, the burden in older children may justify extending this age limit.
This study was done to determine the effectiveness of SMC in Senegalese children up to ten
years of age.

METHODS AND FINDINGS:

SMC was introduced into three districts over three years in central Senegal using & stepped
wedge clusterandomised design. A census of the population was undertaken and a surveillance
system was established to record all deatds@amecord all cases of malaria seen at health
facilities. A pharmacovigilance system was put in place to detect adverse drug reactions. Fifty
four health posts were randomised. Nine started implementation of SMC in 2008, 18 in 2009,
and a further 18 in@L0, with 9 remaining as controls. In the first year of implementation, SMC
was delivered to children ageeb® months; the age range was then extended for the latter two
years of the study to include children up to 10 years of age. Cluster sample stitheysnd of

each transmission season were done to measure coverage of SMC and the prevalence of
parasitaemia and anaemia, to monitor molecular markers of drug resistance, and to measure
insecticidetreated net (ITN) use. Entomological monitoring and sssent of costs of delivery

in each health post and of community attitudes to SMC were also undertaken. About 780,000
treatments were administered over three years. Coverage exceeded 80% each month. Mortality,
the primary endpoint, was similar in SMC arahtrol areas (4.6 and 4.5 per 1000 respectively

in children under 5 years and 1.3 and 1.2 per 1000 in child@eyears of age; the overall

mortality rate ratio [SMC: no SMC] was 0.90, 95% CI 0168, p = 0.496)A reduction of

60% (95% CI 54%-64%, p < 0001) in the incidence of malaria cases confirmed by a rapid
diagnostic test (RDT) and a reduction of 69% (95% CI 65%72%, p < 0.001) in the

number of treatments for malaria (confirmed and unconfirmed) was observed in children

In areas where SMC was impiented, incidence of confirmed malaria in adults and in children
too old to receive SMC was reduced by 26% (95% CI-B3%, p < 0.001) and the total

number of treatments for malaria (confirmed and unconfirmed) in these older age groups was
reduced by 29%06% CI 21%35%, p < 0.001). One hundred and twetiisee children were
admitted to hospital with a diagnosis of severe malaria, with 64 in control areas and 59 in SMC
areas, showing a reduction in the incidence rate of severe disease of 45% (95% &b 596
0.031). Estimates of the reduction in the prevalence of parasitaemia at the end of the
transmission season in SMC areas were 68% (95% CIi88%%) p = 0.002 in 2008, 84% (95%
C158%94%, p < 0.001) in 2009, and 30% (95%-C30%79%, p = 0.56) in 201GBMC was

well tolerated with no serious adverse reactions attributable to SMC drugs. Vomiting was the
most commonly reported mild adverse event but was reported in less than 1% of treatments. The
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average cost of delivery was US$0.50 per child per monthyaried widely depending on the

size of the health post. Limitations included the low rate of mortality, which limited our ability
to detect an effect on this endpoint.

CONCLUSIONS:

SMC substantially reduced the incidence of outpatient cases of malariad of severe

malaria in children, but no difference in all-cause mortality was observedintroduction of

SMC was associated with an overall reduction in malaria incidence in untreated age groups. In
many areas of Africa with seasonal malaria, there idatantial burden in older children that

could be prevented by SMC. SMC in older children is well tolerated and effective and can
contribute to reducing malaria transmission.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5119693/

Antimicrob Agents Chemothe?2016 Sep 23;60(10):5643. doi: 10.1128/AAC.009206.

Print 2016 Oct.

Intermittent Preventive Treatment with Dihydroartemisinin -Piperaquine in Ugandan
Schoolchildren Selects for Plasmodium falciparum Transporter Polymorphisms That

Modify Drug Sensitivity.

Nankabirwa Ji Conrad MI¥, Legac 3, Tukwasibwe & Tumwebaze ® Wandera B, Brooker

SJ, Staedie S&, Kamya MR, NsobyaSL?, Dorsey G, Rosenhal P3.

Abstract

Dihydroartemisinirpiperaquine (DP) offers prolonged protection against malaria, but its impact
on Plasmodium falciparum drug sensitivity is uncerthira trial of intermittent preventive
treatment in schoolchildren in Tororo, Uganda,in 2011 to 2012, monthly DP for 1 year
decreased the incidence of malaria by 96% compared to placeddP once per school term
offered protection primarily during the first month after therdapyassess the impact of DP on
selection of drug resistance, weompared the prevalence of key polymorphisms in isolates
that emerged at different intervals after treatment with DP. Blood obtained monthly and at
each episode of fever was assessed for P. falciparum parasitemia by microscopy. Samples from
160 symptomatiand 650 asymptomatic episodes of parasitemia were assessed at 4 loci (N86Y,
Y184F, and D1246Y in pfmdrl and K76T in pfcrt) that modulate sensitivity to aminoquinoline
antimalarials, utilizing a ligase detection reactftuorescent microsphere ass&gr pfmdrl

N86Y and pfcrt K76T, but not the other studied polymorphisms, the prevalences of

mutant genotypes were significantly greater in children who had received DP within the

past 30 days than in those not treated within 60 days (86Y, 18.0% versus 8.3%®.03];

76T, 96.0% versus 86.1% [P = 0.05]), suggesting selective pressure of Bl sequencing

of pfcrt in a subset of samples did not identify additional polymorphisms selected by DP.
summary, parasites that emerged soon after treatment with DP wermore likely than

parasites not under drug pressure to harbor pfmdrl and pfcrt polymorphisms associated

with decreased sensitivity to aminoquinoline antimalarials

Free accessittps:/ivww.nchi.nlm.nih.gov/pmc/articles/PMC5038325/

J Infect Dis.2016 Dec 15;214(12):1831839.

Short-term Impact of Mass Drug Administration With Dihydroartemisinin Plus
Piperaquine on Malaria in Southern Province Zambia: A ClusterRandomized Controlled
Trial.
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Eisele TR, Bennett &, Silumbe K, Finn TP, Chalwe \#, Kamuliwo M°, Hamainza B,
Moonga H, Kooma F, Chizema Kawesha®EYukich J, Keating 3, Porter B, Conner RO,
Earle ¥, Steketee RW Miller JIM3,

BACKGROUND:

Mass drug administration (MDA) using dihydroartemisinin plus piperaquine (DHAp)
represents a potential strategy to clear Plasmodium falciparum infections and reduce the human
parasite reservoir.

METHODS:

A cluster-randomized controlled trial in Southern Province, Zambia, was used to assess

the short-term impact of 2 rounds of communitywide MDA and householdlevel (focal)

MDA with DHAp compared with no mass treatment Study end points included parasite
prevalence in children, infection incidence, and tardéd malaria case incidence.

RESULTS:

All end points significantly decreased after intervention, irrespective of treatment group.
Parasite prevalence from 7.71% at baseline to 0.54% after MDA in-toavesmission areas,
resulting in an 87% reduction cqared with control (adjusted odds ratio, 0.13; 95% confidence
interval, .02.92; P = .04). No difference between treatment groups was observed in areas of
high transmissionThe 5month cumulative infection incidence was 70% lower (crude
incidence rate raio, 0.30; 95% confidence interval, .06..49; P = .14) and 58% lower (0.42;
.18-.98; P = .046) after MDA compared with control in lower and higher-transmission

areas, respectivelyNo significant impact of focal MDA was observed for any end point.
CONCLUSIONS:

Two rounds of MDA with DHAp rapidly reduced infection prevalence, infection incidence,
and confirmed case incidence rates, especially in letnansmission areas

Free accessittpsi/www.nchi.nlm.nih.gov/pmc/articles/PMC5142084/

EBioMedicine.2016 Nov;13:34855. doi: 10.1016/j.ebiom.2016.10.032. Epub 2016 Oct 23.
The Gametocytocidal Efficacy of Different Single Doses of Primaquine with
Dihydroartemisinin -piperaquine in Asymptomatic Parasite Carriers in The Gambia: A
Randomized Controlled Trial.

Okebe 3, Bousema %, Affara M3, Di Tanna GI4, Dabira B, Gaye &, Sanyalsijola F’, Badiji

H8, Correa 8, Nwakanma B°, Van Geertruyden J& Drakeley G2 D'Alessandro W.
BACKGROUND:

Asymptomatic lowdensity gametocyte carriers represent the majority of matdgated
individuals. However, the impact of recommend®atment with single low dose of primaquine
and an artemisindbased combination therapy to reduce transmission in this group is unknown.
METHODS:

This was a fourarm, open label, randomized controlled trial comparing the effect of
dihydroartemisinin -piperaquine (DHAP) alone or combined with single dose of

primaquine (PQ) at 0.20mg/kg, 0.40mg/kg, or 0.75mg/kg on Plasmodium falciparum
gametocytaemiainfectiousness to mosquitoes and hemoglobin change in asymptomatic,
malariainfected, glucos®-phosphatelehydrogenase (G6PD) normal individuals.
Randomization was done using a compyggenerated sequence of uneven block sizes with
codes concealed in sequentially numbered opaque envelopes. The primary endpoint was the
prevalence of P. falciparum gametocytemtiaay 7 of followup determined by quantitative
nucleic acid sequence based assay and analysis was by intention to treat. The trial has been
concluded (registration numbé&tCT01838902

RESULTS:
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A total of 694 asymptomatic, malariainfected individuals were enrolled.Gametocyte
prevalence at day 7 was 37.0% (54/146; 95% CI-29.2), 19.0% (27/142; 95% CI| 1228.4),
17.2% (25/145; 95% CI 11-23.5) and 10.6% (15411; 95% CI 6.116.9) in the DHAP alone,
0.20mg/kg, 0.40mg/kg, and 0.75mg/kg PQ arms, respectively. The main adverse events reported
include headache (130/471, 27.6%), cough (73/471, 15.5%), history of fever (61/471, 13.0%)
and abdominal pain (57/471, 12.).%here were five serious adverse events however, none was
related to the interventions.

INTERPRETATION:

A single course of PQ significantly reduces gametocyte carriage in malasiafected
asymptomatic, G6PDnormal individuals without increasing the risk of clinical anemia

The limited number of successful mosquito infections suggests thargatshent transmission
potential in this asymptomatic population is low.

Free accessittps:/www.nchi.nlm.nih.gov/pmc/articles/PMC5264436/

Malar J.2016 Jul 22;15(1):378. doi: 10.1186/s129865-14330.

A cluster randomized trial comparing deltamethrin and bendiocarb as insecticides for

indoor residual spraying to control malaria on Bioko Island, Equatorial Guinea.

Bradley 3}, Hergott ¥, Garcia @, Lines §, Cook ¥, Slotman M2, Phiri WP, Schwabe &
Kleinschmidt 6.

Abstract

BACKGROUND:

Indoor residual spraying (IRS) has been used on Bioko for malaria control since 2004. In 2013
the insecticide was changed from bendiocarb to deltamethrin. Shortly after this change, there
was a marked trease in malaria prevalence on the island. This trial was carried out to compare
the effectiveness of bendiocarb and deltamethrin for use in IRS on Bioko.

METHODS:

Twenty-four clusters of houses were randomized to receive IRS with either bendiocarb or
deltamethrin . Approximately 3 months after the intervention, the prevalence of malaria and
levels of haemoglobin were measured in children agedly®ars in each cluster.

RESULTS:

Prevalence of malaria in 214 year olds was lower in the bendiocarb arm (18, 95% CI
11.1-24.7, N= 1374) than in the deltamethrin arm (23.2, 986 CI 16.0-32.3, N=1330) but

this difference was not significant (p= 0.390), even after adjusting for covariates

(p =0.119).Mean haemoglobin in children was marginally higher inttbediocarb clusters
(11.6g/dl, 95% CI 11.511.8, N= 1326) than in the deltamethrin clusters (1d/d, 95% CI
11.311.7, N=1329). This difference was borderline significant after adjusting for covariates
(p = 0.049).

CONCLUSIONS:

The results areugigestive of bendiocarb being more effective at preventing malaria on Bioko
although evidence for this was weak. The results are likely due to the fact that local vectors
remain fully susceptible to bendiocarb whereas subsequent tests have shown résistance
deltamethrin.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC4957409/
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Geographical patterns of malaria tranrsmission based on serological markers for

falciparum and vivax malaria in Ratanakiri, Cambodia.

Kerkhof K2, Sluydts \*4 Heng S, Kim S8, Pareyn M-/, Willen L3, Canier 1%, Sovannaroth %
Ménard ¥, Sochantha T Coosemans 4, Durnez L3.

BACKGROUND:

Malaria transmission is highly heterogeneous, especially in low endemic countries, such as
Cambodia. This results in geographical clusteresilual transmission in the dry, low
transmission season, which can fuel the transmission to wider areas or populations during the
wet season. A better understanding of spatial clustering of malaria can lead to a more efficient,
targeted strategy to rede malaria transmission. This study aims to evaluate the potential of the
use of serological markers to define spatial patterns in malaria exposure.

METHODS:

Blood samples collected in a commuHitgised randomized trial performed in 98 high endemic
commurities in Ratanakiri province, nordbastern Cambodia, were screened with a multiplex
serological assay for five serological markers (three Plasmodium falciparum and two
Plasmodium vivax). The antibody hdiNes range from approximately six months untilneo

than two years. Geographical heterogeneity in malaria transmission was examined using a
spatial scan statistic on serology, PCR prevalence and malaria incidence rate data. Furthermore,
to identify behavioural patterns or intrinsic factors associatddmwalaria exposure (antibody
levels), risk factor analyses were performed by using multivariable random effect logistic
regression models. The serological outcomes were then compared to PCR prevalence and
malaria incidence data.

RESULTS:

A total of 6502 smples from two surveys were screened in an area where the average
parasite prevalence estimated by PCR among the selected villages is%.4High-risk

malaria pockets were observed adjacent to the "Tonle San River' and neighbouring Vietnam for
all three sts of data (serology, PCR prevalence and malaria incidence rates). The main risk
factors for all P. falciparum antigens and P. vivax MSP1.19 are age, ethnicity and staying
overnight at the plot hut.

CONCLUSION:

It is possible to identify similar malar@ockets of higher malaria transmission together with the
potential risk factors by using serology instead of PCR prevalence or malaria incidente data
north-eastern Cambodia, the serological markers show that malaria transmission occurs
mainly in adults staying overnight in plot huts in the field. Pf. GLURP.R2 showed a

shrinking pocket of malaria transmission over time, and Pf.MSP1.19, CSP, PvAMAL1 were also
informative for current infection to a lesser extent. Therefore, serology could contribute én futur
research. However, further-depth research in selecting the best combination of antigens is
required.

Free accessittps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5069850/

J Infect Dis.2016 Jul 15;214(2):3298. doi: 10.1093/infdis/jiw147. Epub 2016 Apr 10.
Effective Antimalarial Ch emoprevention in Childhood Enhances the Quality of CD4+ T
Cells and Limits Their Production of Immunoregulatory Interleukin 10.

Jaganndtan P, Bowen K, Nankya B, Mcintyre TI, Auma A%, Wamala $, Sikyomu E,
Naluwu K?, Nalubega M, Boyle MP, Farrington 1A%, Bigira \V?, Kapisi .F, Aweeka P,
Greenhous8?, Kamya M, Dorsey G, Feeney ME

BACKGROUND:
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Experimental inoculation of viable Plasmodium falciparum sporozoites administered with
chemoprevention targeting ldd-stage parasites results in protective immunity. It is unclear

whether chemoprevention similarly enhances immunity following natural exposure to malaria.
METHODS:

We assesseld. falciparum-specific T-cell responses among Ugandan children who were

randomly assigned to receive monthly dihydroartemisinirpiperaquine (DP; n = 87) or no
chemoprevention (n = 90) from 6 to 24 months of agwith pharmacologic assessments for
adherence, and then clinically followed for an additional year.

RESULTS:

During the iervention,monthly DP reduced malaria episodes by 55% overall (P < .001)

and by 97% among children who were highly adherent to DP (P < .001). In the year after

the cessation of chemoprevention, children who were highly adherent to DP had a 55%

reduction in malaria incidence as compared to children given no chemoprevention (P =

.004). Children randomly assigned to receive DP had higher frequencies of blesthge

specific CD4(+) T cells coproducing interleukiz and tumor necrosis fac
which were associated with protection from subsequent clinical malaria and parasitemia,

and fewer bloodstage specific CD4(+) T cells coproducing interleukkd 0 and i nterf e
(P =.001), which were associated with increased risk of malaria.

CONCLUSIONS:

In this setting, effective antimalarial chemoprevention fostered the development of CD4(+) T
cells that coproduced interleukin 2 and tumo.l
prospective protection, while limiting CD4(+)}dell production of the immunegulatory

cytokine I1L-10.

Free accessittps://academic.oup.com/jid/artieleokup/doi/10.1093/infdis/jiw147

Treatment of uncomplicated malaria

Malar J.2016 Sep 6;15:455. doi: 10.1186/s12986-1444X.

In vivo efficacy of artesunateamodiaquine and artemetherlumefantrine for the treatment

of uncomplicated falciparum malaria: an operrandomized, noninferiority clinical trial in

South Kivu, Democratic Republic of Congo.

de Wit MY, Funk AL?, Moussally K?, Nkuba DA, Siddiqui R®, Bil K?, Piriou B2, Bart A%,

Bahizi Bizoza P, Bousema .

BACKGROUND:

Between 2009 and 2012, malaria cases diagnosed in a Médecins sans Frontieres programme
have increasedvefold in Baraka, South Kivu, Democratic Republic of the Congo (DRC). The
cause of this increase is not known. An in vivo drug efficacy trial was conducted to determine
whether increased treatment failure rates may have contributed to the apparentimcrease
malaria diagnoses.

METHODS:

In an operrandomized noinferiority trial, the efficacy ofartesunateamodiaquine (ASAQ)

was compared to artemethedlumefantrine (AL) for the treatment of uncomplicated

falciparum malaria in 288 children aged 659 months. Included children had directly
supervised treatment and were then followed fod@% with weekly clinical and

parasitological evaluations. The blood samples of children found to have recurring parasitaemia
within 42 days were checked by PCR to confirrhether or not this was due to reinfection or
recrudescence (i.e. treatment failure).

RESULTS:
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Out of 873 children screened, 585 @] were excluded an2B8 children were randomized to
either ASAQ or AL. At day 42 of follow up, the treatment efficacy of AAQ was 78%
before and 95% after PCR correction for re-infections. In the AL-arm, treatment efficacy
was 84% before and 99.0% after PCR correction. Treatment efficacy after PCR correction
was within the margin of nemferiority as set for this studyewer children in the AL arm
reported adverse reactions.

CONCLUSIONS:

ASAQ is still effective as a treatment for uncomplicated malaria in Baraka, South Kivu, DRC.
In this region, AL may have higher efficacy but additional trials are required to draw this
conclusion with confidence. The highirdection rate in SoutiKivu indicates intense malaria
transmission. Trial registratiddCT02741024

Free accessttps://www.ncbi.nlm.nih.gov/pmc/articles/PMC5013565/

Lancet Infect Dis2016 Oct;16(10):11233. doi: D.1016/S1473099(16)30022. Epub 2016

Jul 16.

Comparison of artesunatemefloguine and artemetherlumefantrine fixed-dose

combinations for treatment of uncomplicated Plasmodium falciparum malariain children
younger than 5 years in subSaharan Africa: a randomised, multicentre, phase 4 trial.

Sirima SB, Ogutu B, Lusingu JB, Mtoro A* Mrango 2, Ouedraogo A Yaro JB, Onyango

KO?, Gesase $Mnkande B, Ngocho J& Ackermann §, Aubin F?, Vanraes 7 Strub N, Carn

Gt

BACKGROUND:

WHO recommends combinations of an artemisinin derivative plus an antimalarial drug of
longer halflife as treatment options for uncomplicated Plasmodium faleipanfection. In

Africa, artemethetumefantrine is the most widely used artemisibased combination therapy,
whereas artesunateefloquine is used infrequently because of a perceived poor tolerance to
mefloquine. WHO recommends reconsideration of tleeaisrtesunatenefloquine in Africa.

We compared the efficacy and safety of fixedose artesunatemefloquine with that of
artemether-lumefantrine for treatment of children younger than 5 years with

uncomplicated P falciparum malaria

METHODS:

We did thismulticentre, phase 4, opéabel, nonrinferiority trial in Burkina Faso, Kenya, and
Tanzania. Children aged3® months with uncomplicated malaria were randomly assigned
(1:1), via a computegenerated randomisation list, to receive 3 days' treatmentithitr one

or two artesunatenefloquine tablets (25 mg artesunate and 55 mg mefloquine) once a day or
one or two artemethdumefantrine tablets (20 mg artemether and 120 mg lumefantrine) twice a
day. Parasitological assessments were done independemly Inyicroscopists who were
blinded to treatment allocation. The primary outcome was the ¢@Rcted rate of adequate
clinical and parasitological response (ACPR) at day 63 in thernpéocol population. Non
inferiority was shown if the lower limit ohte 95% CI for the difference between groups was
greater than5%. Early vomiting was monitored and neuropsychiatric status assessed regularly
during follow-up. This study is registered with ISRCTN, number ISRCTN17472707, and the
Pan African Clinical TrialsRegistry, number PACTR201202000278282.

FINDINGS:

945 children were enrolled and randomis&tB to artesunatemefloquine and 472 to
artemether-lumefantrine. The petprotocol population consisted of 407 children in each group.
The PCR-corrected ACPR rateat day 63 was 90-9% (370 patients) in the artesunate
mefloquine group and 89-7% (365 patients) in the artemethelumefantrine group
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