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Introduction

Each year this booklet is compiled to summarize the evidence on child and adolescent health
derived from randomized or controlled trials in 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 where up-to-date information is hard to
find. We hope that this information 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 the world. The search strategy has been chosen to
capture as many relevant studies as possible, although it is possible that | have missed some. If
you know of a relevant RCT or meta-analysis that has not been included in this year’s review,
please let me know. The search strategy is reproducible by anyone with access to the Internet,
through http://www.ncbi.nlm.nih.gov/sites/entrez

Randomized controlled trials (RCTs) are not the only valuable scientific evidence, 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 interventions. When done properly they eliminate bias and
confounding. Their results should not be accepted uncritically but they should be evaluated for
quality and validity. Before the result of an RCT can be generalized to another setting there
must be consideration of wider applicability or reproducability, feasibility and potential for
sustainability.

This year 345 trial publications were identified, a record number. These were conducted in
countries from all regions of the world. Several trials from 2017-18 will lead to significant
changes in child health recommendations. This year 10 studies showed reductions in mortality,
more than any other year. These studies are marked *** in the book. Where there were no trials
this year under a certain sub-heading | have left the heading in the book, to highlight the lack of
trials. Many trials could be listed under several sub-headings, and there is overlap in the sub-
headings, so there may be fewer gaps than is first apparent.

The web-link for papers that are available in full-text on the Internet free of charge (276 with
free on-line access) are included. Through HINARI (http://www.who.int/hinari/en/) a program
set up by WHO in collaboration with publishers, the full-text versions of over 14,000 journal
titles and 30,000 e-books are available to health institutions in over 100 countries. If your health
institution (medical school, teaching hospital, nursing school, government office) has not
registered with HINARI, you can check your eligibility and register online.

Please feel free to distribute this booklet to your colleagues. The previous editions (2002-2017)
are available at: www.hospitalcareforchildren.org

A brief summary of some of the important results in 2017-18

e Among 1 month to 5 years children in Niger, Malawi and Tanzania, childhood mortality was
lower in communities randomly assigned to mass distribution of azithromycin than in those
assigned to placebo, with the largest and only statistically significant effect seen in Niger,
and the largest effect seen between 1-5 months (24.9% lower mortality than that with


http://www.ncbi.nlm.nih.gov/sites/entrez
http://www.who.int/hinari/en/
http://www.hospitalcareforchildren.org/
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placebo; 95% ClI, 10.6 to 37.0). In Malawi and Tanzania the effects did not reach statistical
significance.

¢ In Botswana cotrimoxazole prophylaxis in HIV-exposed infants increased the risk of
colonisation with cotrimoxazole resistant E. coli (80-90% resistant compared to 50%) and
Klebsiella (60-70% resistance compared to 10-20%), compared to infants given placebo
instead of cotrimoxazole.

e Neither zinc (in two trials) nor Vitamin D when used as adjunctive therapy for pneumonia
reduced the duration of illness or improved markers of severity. In a very short-term study,
nasal CPAP reduced the work of breathing in infants with bronchiolitis.

e Young women who attend more school days and stay in school have a lower risk of incident
HIV and HSV-2 infection

¢ In Uganda delaying iron by 28 days in children with coexisting malaria and iron deficiency
was associated with a reduced risk of subsequent all-cause illness

e Inrural India a package of interventions addressing health knowledge and health seeking
behaviour, supporting existing health services, and contracting out important areas of
maternal and child healthcare led to a reduction in neonatal mortality of 24% (risk ratio 0.76,
95% CI1 0.64 to 0.90) in small villages with high mortality rates

e In Burkina Faso economic strengthening combined with family coaching on child protection
and child labour was effective in reducing children's exposures to hazardous work,
compared with just single interventions such as economic strengthening or counselling of
families.

e Inseveral countries, including among Burmese refugee families in Thailand, and among
HIV-exposed children and their families in Uganda, parenting skills programs improved
child behaviour and development indices compared with controls.

e For children with diarrhoea and severe dehydration in India, rehydration with Ringers lactate
improved clinical status and normalisation of pH (>7.35) at 6 hours greater than children
rehydrated with normal saline.

e Rhubarb syrup (Rheum ribes L.) was effective as adjunctive therapy in reducing the duration
of diarrhoea, fever and abdominal pain in children with suspected Shigella.

e To prevent cholera a one-week training course designed to develop habit formation for
handwashing with soap was effective at 6 and 12 month follow-up, these habits was
maintained by disgust at not washing hands, convenience (soap and water have to be
available), and cholera awareness.

e Although Vitamin D deficiency was common in children with type 1 diabetes mellitus in
Southern India, vitamin D supplementation did not improve Haemoglobin A1C levels or
insulin requirements at 6 months compared with placebo.

¢ Inastudy of staff involved in randomised trials in Botswana, a country experiencing an
increase in RCT, the following themes were highlighted: ethics board relationships
(including delays in the process); research staff management (including staff attrition and
career development); study recruitment and retention (including the use of reimbursements);
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resource availability (including challenges accessing laboratory equipment); and capacity-
building (including issues of exporting locally sourced samples).

¢ Inasingle centre study in India children and adolescents with drug-resistant epilepsy who
had undergone epilepsy surgery had a significantly higher rate of freedom from seizures and
better behaviour and quality of life scores than those who continued medical therapy alone at
12 months.

¢ In addition to cook stoves with chimneys to reduce indoor air pollution and acute respiratory
disease, Rwandan children in households with cemented floors and ventilation holes in the
cooking area were significantly less likely to experience symptoms of respiratory infection,
ilIness with cough and difficulty breathing. In another study biomass cook stoves had no
effect on school attendance in Malawi.

e A meta-analysis and 2 RCTs in Kenya and Bangladesh of WASH intervention trials showed
a minimal beneficial effect on wasting, stunting and underweight. However in trials in 2017
WASH interventions were associated with lower risk of non-diarrheal morbidity (acute
respiratory disease, influenza, fever), reduced parasitic infection (in another trial in Burkina
Faso) and there was very low quality evidence from the meta-analysis to suggest some
decrease to no change in mortality. WASH was effectively delivered in schools in Mali and
reduced enteric infections. In Bangladesh and rural Kenya while nutrient supplementation
and counselling modestly improved linear growth of children, there was no benefit to the
integration of water, sanitation, and handwashing with nutrition on linear growth. In a large
study in rural Tanzania, WASH uptake was limited, and no effect on child health outcomes
were seen. So WASH is good for reducing diarrhoea, respiratory infections, and intestinal
parasite infections, only if it is practiced consistently, but alone will not affect growth
without improved nutritional intake.

e Among nearly 100,000 people involved in a trial of community-based case finding and
treatment in Zambia, where populations move frequently, acceptance of HIV-testing through
offering a door-to-door-based combination HIV prevention package was 72.2%. Active
community-based case finding and treatment of HIV and tuberculosis works.

¢ Insub-Saharan Africa, children receiving first-line ART without viral load monitoring had
good virological suppression and no difference in ART-resistance over 4 years of treatment,
regardless of whether they had regular CD4 monitoring or not.

e Among 928 HIV infected children on second-line protease inhibitor based ART in 14
countries in Asia and sub-Saharan Africa, 16.4% of children experienced treatment failure
(virus HIV RNA >1000 copies/mL) by 2 years of follow-up. Adolescents had much higher
failure rates than younger children.

¢ In Johannesburg, among HIV infected children who were exposed to nevirapine as part of
prevention of parent to child transmission, who were changed to Lopinavir boosted ritonavir,
the probability of confirmed HIV RNA >1000 copies/mL (i.e. virological failure) by 48
months was 7% if changed to efavirenz at 3 years, compared to 12% if remained on
Lopinavir-ritonavir.

e In Uganda, Zimbabwe, Malawi, and Kenya among HIV infected children and adults with
advanced immunosuppression (CD4<100), use of enhanced antimicrobial prophylaxis:
trimethoprim-sulfamethoxazole, plus 12 weeks of isoniazid-pyridoxine, 12 weeks of
fluconazole, 5 days of azithromycin, and single dose of albendazole resulted in significantly
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lower rates of tuberculosis, cryptococcal infection, oral or oesophageal candidiasis, death of
unknown cause, and hospitalization, compared with standard prophylaxis (trimethoprim-
sulfamethoxazole alone).

e In Brazil, South Africa, Argentina, and USA, maternal CMV infection and particularly
CMYV in the urine was the strongest ST risk factor for maternal to child transmission of HIV
(5 times increased risk than in the absence of maternal CMV infection), and also carried an
increased risk of congenital CMV infection (30 times the risk).

¢ In Indian children with steroid-resistant nephrotic syndrome, overall, more than half of the
patients showed initial response to oral cyclophosphamide, but only one-fourth patients had
sustained remission on follow-up. Oral cyclophosphamide and 1V cyclophosphamide were
equally efficacious and safe. And in another trial mycophenolate was inferior to tacrolimus
in maintaining remission in Indian children with steroid-resistant nephrotic syndrome.

¢ In Indian children with steroid responsive nephrotic syndrome who were off steroids,
prescribing a short course of daily corticosteroids (0.5mg/kg prednisolone) during an upper
respiratory tract infection significantly reduced the frequency of URTI-induced relapse of
nephrotic syndrome.

¢ In Indian communities where lymphatic filariasis is endemic, annual treatment with
diethylcarbamazine and albendazole reduced filarial antigenaemia and other markers of
infection by 75% over 3 years.

¢ In Mali, to deliver seasonal malaria chemoprevention, directly-observed therapy by door-to-
door delivery (active community treatment) to children aged 3-59 months during the malaria
transmission season achieved a higher coverage rate than fixed-point delivery and non-
directly observed treatment, but requires more time and resources.

e In Malawi, teachers are being trained to diagnose malaria based on rapid-diagnostic test
results, and treat with artemisinin-based therapy.

¢ In Malaysia, artemether-lumefantrine was highly efficacious for treating uncomplicated
Malaria knowlesi, which is increasingly reported in South East Asia. AL was more effective
than chloroquine at achieving aparasitaemia at 48 hours.

e Inatrial of 900 children with uncomplicated malaria in India and Africa, the once daily
fixed-dose combination dispersible tablet of arterolane maleate (AM) 37.5 mg and
piperaquine phosphate (PQP) 187.5 mg was as effective at clinical and parasitological cure
as twice daily artemether-lumefantrine

e Among children in a high malaria transmission setting in Eastern Uganda, the number of
days from to parasite clearance in severe malaria was significantly lower among participants
who received intravenous Artesunate than those who received intravenous quinine, but high
rates of re-infection were seen. In Republic of Congo, use of IV Artesunate was associated
with lower rates of haemolytic anaemia than with quinine.

¢ In children with severe malaria neurocognitive abnormalities occurred in 35%, but in a trial
of inhaled nitric oxide (NO) as adjunctive treatment or severe malaria, children receiving
NO had a lower rate of fine motor skill abnormalities, but no difference in other
neurodevelopmental measures.
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¢ Inchildren in Afghanistan with vivax malaria, Primaquine 0.25 mg/kg/day for 14 days, in
addition to chloroquine reduced the risk of relapse by 63% and was effective for 12 months,
with the strongest protective effect in the first 6 months, and for 8 months after treatment in
Papua New Guinea Primaquine reduced plasmodium vivax gametocytes by 73%.

e Inapreliminary finding in a trial of severely malnourished children in Malawi, mortality
was significantly lower in the intervention group treated with pancreatic enzymes than in
those treated with placebo (18.6% vs 37.8%; p <0.05), as were rates of hospital discharge,
although weight gain (the primary outcome of the trial) was no different.

e Inrural India home visit by a community health worker a worker to mothers in the third
trimester of pregnancy, then monthly visits to children younger than 2 years to support
feeding, hygiene, care, and stimulation, as well as monthly women's group meetings to
promote nutrition did not improve child’s linear growth (the primary outcome) but was
associated with lower infant mortality, and better health care prevention such as hand
washing.

¢ In an observational study within a randomised trial, self-reported use of a herbal mixture to
induce or hasten labour was associated with a 28% higher maternal mortality and 22%
higher neonatal mortality, both significant.

e For mothers undergoing caesarean section, giving one dose of antibiotic pre-incision
protected the mother from surgical site infections and febrile iliness and decreased the
hospital stay significantly, compared to if the single dose is given after incision.

¢ In Vietnam weekly preconception multiple micronutrient (MM) or iron and folic acid (IFA)
supplementation improved offspring linear growth and fine motor development at 2 years of
age as measured using the Bayley Scales for Infant Development.

¢ In Pakistan Lady-Health Workers trained in basic newborn resuscitation and in recognition
and treatment of suspected neonatal respiratory infections linking with traditional birth
attendants reduced neonatal mortality (42 deaths per 1000 livebirths in intervention clusters
compared with 55 per 1000 in the control group, risk ratio 0.8; 95% CI 0-68-0-93) although
only a small proportion of births (14%) were attended by the trained health workers, and
home visits were only possible in 25% of births.

¢ In India, among preterm newborns 1-1.8kg, early initiation of Kangaroo Mother Care, even
while they were on respiratory support and intravenous fluids, achieved significantly higher
exclusive human milk feeding (86% vs. 45%, p < .001) in hospital and almost exclusive
human milk feeding (73% vs. 36%, p <.001) until 1 month post-discharge compared to if
KMC was only initiated after neonates were off respiratory support and IV fluids. In
Taiwan a program of family-involved care for VLBW babies also lead to better growth
nutrition and outcomes, and earlier hospital discharge.

e In alarge cohort within a RCT in Ghana, babies born weighing < 1.50 kg were 48-times
more likely to die in the neonatal period than normal birth weight neonates, and about eight
times more likely to die in late infancy (hazard ratio 8.42; 95% ClI: 3.09-22.92). So the
increased risk of mortality in the neonatal period persists in children long after they are
discharged from hospital.

e Inatrial in rural India involving over 4,500 infants over 2kg at birth and at least 35 weeks of
gestation there was a significant reduction in the combination of sepsis and death (risk ratio

9
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0.60, 95% confidence interval 0.48-0.74) in infants treated with a synbiotic (Lactobacillus
plantarum plus fructooligosaccharide), with few deaths (4 placebo, 6 synbiotic), compared to
placebo. In another study analysing the effects of this symbiotic on the microbiome of rural
Indian infants there was an increase in Gram positive bacteria and bacterial diversity, and a
decrease in Gram negative bacteria.

In a neonatal nursery in India, a single dose of clofibrate prior to starting phototherapy in
term neonates with uncomplicated unconjugated hyperbilirubinemia lowered serum bilirubin
more rapidly and reduced the duration of phototherapy significantly, compared to
phototherapy alone.

In a rural area in Peru lipid-based nutrient supplements given daily between 6 and 12 months
of age increased haemoglobin concentration, reduced rates of anaemia and improved
cognitive development in children compared to placebo, but showed no effects on
anthropometric indicators, motor or language development.

In an Ecuador indigenous community, the early introduction of eggs in the diet significantly
improved growth in young children. The egg intervention increased length-for-age z score
by 0.63 (95% confidence interval, 0.38-0.88) and weight-for-age z score by 0.61 (95% ClI,
0.45-0.77), and reduced sugar-sweetened food consumption, compared with controls.

In dose-response RCTs of Praziquantel in Cote d'lvoire for the treatment of Schistosoma
mansoni infection, maximum effect on parasite clearance was achieved with 40mg/kg for
pre-school children, and 60mg/kg for school aged children. In northern Tanzania, among
children treated for Schistosomiasis with Praziquantel 40mg/kg, the cure rate was higher on
repeated dose (93.10%) compared to single dose (68.68%), (p < 0.001) when stool was
examined at 8 weeks after treatment. In Kenya, to achieve mass drug administration, annual
or biennial administration of Praziquantel was provided by teachers. This decreased S.
mansoni prevalence and infection intensity in 9-12 year old students to a similar degree
whether the treatment was given annually or every second year.

In Uganda, teaching primary school children to assess claims about the effects of health care
treatments using the program “Informed Health Choices” improved children’s ability to
critically appraise health treatments. There was a positive effect, even in schools with large
student to teacher ratios and few resources. In a related trial for parents, listening to the
Informed Health Choices podcast led to a large improvement in their ability to assess claims
about the effects of treatments.

100 children with severe sepsis in northern India were randomised to probiotics or standard
treatment. Use of probiotics for 7 days (containing Lactobacillus paracasei, L. plantarum, L.
acidophilus, L. delbrueckii, Bifidobacterium longum, B. breve, B. infantis, Streptococcus
salivarius) resulted in a decrease in proinflammatory cytokines (IL-6, IL-12, IL-17, TNF-
alpha) and an increase in anti-inflammatory cytokines (IL-10, TGF-Betal). There was a
lower organ failure score in the probiotic group, but no difference in mortality (11%
overall).

Among children with septic shock, if fluid bolus were given over 15-20 minutes each there
was a significantly lower need for escalation of respiratory support (needing intubation,
mechanical ventilation and increase in oxygenation index) in the first 24 hours after fluid
resuscitation, compared to children who were given rapid fluid boluses over 5-10 minutes.

10
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¢ In Indonesia Lactobacillus plantarum 1S-10506, a probiotic isolated from dadih, traditional
fermented buffalo milk, given twice daily reduced atopic dermatitis severity, and markers of
inflammation. In another trial in Egypt L. rhamnosus, given over 8 weeks, also reduced
atoptic dermatitis severity scores.

e In Vietnam, active community-based household-contact investigation plus standard passive
case finding was 2.5 times more effective than standard passive case-finding alone for the
detection, registration and treatment of tuberculosis in a high-prevalence setting.

e Inan RCT of a new TB vaccine (infant MVAB85A vaccination) some children also received
Isoniazid-preventative therapy (IPT). IPT was highly effective: there were 23 (7.6%) TB
cases among 304 IPT recipients vs. 305 (12.9%) among 2374 non-IPT recipients (P =
0.008). In this trial IPT effectiveness was 85% (95%CI 76-91). There was no long-term
effectiveness of infant MVVA85A vaccination.

e In 2 meta-analyses of IPT trials in children living with HIV on ante-retroviral therapy, the
protective effect against TB disease and death was uncertain: In one meta-analysis the
pooled results showed a statistically nonsignificant reduction in TB incidence (RR: 0.70;
95% ClI: 0.47-1.04; P = 0.07) and mortality (RR: 0.94; 95% CI: 0.39-2.23; P = 0.88) with the
use of isoniazid compared with placebo. In the other meta-analysis the risk of TB disease
among children on ITP and Ante-retroviral therapy was similar: risk ratio 0.76, 95% CI 0.50
to 1.14 and risk of death (RR 1.45, 95% C1 0.78 to 2.72.

e Among HIV infected children in Kenya, Gene Xpert MTB the pcr-based test for tuberculosis
had similar performance on stool (sensitivity) as on sputum/gastric (60%) aspirate.

e In a meta-analysis of trials of the Dengue vaccine CYD-TDV, the vaccine was effective and
immunogenic in children overall 54% (40-64). CYD-TDV had educed efficacy against the
dengue virus serotype 2 (DENV2) (34%), this serotype is known to cause severe dengue
infections and dengue outbreaks.

e InaRCT in Nepal maternal influenza immunisation at 17-34 weeks gestation significantly
reduced maternal influenza-like illness, influenza in infants, and low birthweight over 2
years.

e The Vero cell-derived inactivated JE virus vaccine IXIARO when given to children and
adolescents 2 months and 17 years achieved very high seroconversion (>99%) of subjects,
with, 4-fold increases in titre were reported for 77.4%-100% in different age groups, and
seroconversion was maintained 7 months post-vaccination in 85.5%-100% of children.

¢ In Kenyan infants and children, hypo-responsiveness to pneumococcal conjugate vaccines
(PCVs) occurred when the vaccine was given to infants and toddlers already having
nasopharyngeal carriage of vaccine-type strains of pneumococcus.

¢ Inan RCT modelling the global switch from trivalent OPV to bivalent OPV (1 and 3) plus
one dose of IPV, there was an increased risk of faecal shedding of Sabin 2 (as identified by
reverse transcriptase quantitative PCR) in household contact of infants challenged with
monovalent OPV2, but not in the vaccinated infants. This suggests that there is decreased
population immunity against Sabin 2 transmission within a short time after tOPV cessation.

e Inalarge field trial in Indonesia, the neonatal RV3-BB (Bishop-Barnes) was efficacious in
preventing severe rotavirus gastroenteritis when administered according to a neonatal (75%
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efficacy) or an infant (51% efficacy) schedules, and 63% efficacious overall. Ina RCT in
India among infants 6-8 weeks of age, 3 doses of the bovine reassortant pentavalent
rotavirus vaccine (BR-PV) had a vaccine efficacy of 36-41% against severe rotavirus
diarrhoea.

¢ In Bangladesh, prenatal vitamin D supplementation 875 pg (35 000 1U)/week in the third
trimester significantly reduced the prevalence of neonatal vitamin D deficiency, but did not
affect the prevalence of vitamin D deficiency beyond 2 months of age.

Again this year some studies had small sample sizes, and many of the results should be seen as
preliminary. The terms or phrases: ‘no difference’, non-inferiority, and equivalence were used in
some papers with insufficient consideration to the possibility of a type Il error. This can be
misleading, and may result in the discarding of an effective intervention, or numerous
inadequate trials of the same intervention.

I have been liberal in what is included as an RCT. Some papers are the reports of sub-studies
within an RCT, they may be cohort or background studies, rather than the primary results of the
completed RCT. Some papers are published RCT methodologies on planned studies, which |
have put at the end of each topic section.

Randomised trials often report the “average effect”, that is the effect on the overall population.
However, depending on how specifically that population is defined, within that population may
be children who will benefit from the therapy or intervention, children for whom the therapy
will have no effect, and some children for whom it may be harmful. The “average” of these
effects may be “no overall effect”, but it is increasingly important that researchers try to
understand the effects for individuals or sub-groups within trials, and the context in which
benefit or not occurs.

Some of the context differences that influence the results of a trial include: individual or
population characteristics, comorbidities, the health care environment and health care providers,
geographical factors, other interventions, the delivery mechanism for the drug, vaccine or other
intervention, the disease stage and specific aetiology, economic, social and cultural
characteristics of the population and individuals within it...and other unknown factors. This can
be even more complex in understanding systematic reviews of randomised trials (where
heterogeneity is often incompletely reported, and where there will be heterogeneity within and
between studies).

Incorporating an understanding of the observed effect in context requires a nuanced approach,
and the randomised trial design is not always the best method to trial all interventions. This can
be the case for complex interventions (i.e. a complex clinical therapy or a health system
improvement program) where other methods of evaluation may be more useful.

Since 2002 there have been 2763 trial publications summarised in the 16 editions of this book.
It is interesting to see the evolution of trials this year: the topics change over the years: this year
more complex and nuanced trials on second-line therapy for treatment failure HIV, clarifications
of the diverse effects of many interventions, trials on chronic conditions such as nephrotic
syndrome and ceoliac disease, trials of new interventions for old diseases (such as pancreatic
enzymes or clofibrate), trials on reducing child abuse, child labour and domestic violence, and
trials of health literacy in schools and communities.
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It is encouraging to see the evaluation of the developmental, psychological and mental health
effects of interventions. Also encouraging is the increased number of trials that include
adolescents, the recognition of maternal nutrition and physical and mental health to infant
outcomes, and trials of various ways to improve education. Research gaps still exist in many
areas, including on appropriate health care models for the management of common chronic
childhood conditions such as epilepsy, asthma, and neurodevelopmental problems; and quality
improvement research on how best to provide acute and chronic care for children in remote
health care settings.

More support is needed for clinical research capacity in low income countries. More than ever a

focus on understanding and reducing inequity is needed if child health is to improve, and
clinical and public health researchers have a role to play in this.

Trevor Duke
August 2018
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Acute respiratory infection
(See also: Zinc; Vaccines - Pneumococcal vaccine; Hygiene and environmental health)

Prevention of pneumonia
(see Vaccines — Pneumococcal)

Treatment of pneumonia

J Glob Health. 2018 Jun;8(1):010418. doi: 10.7189/jogh.08.010418.

Zinc as an adjunct therapy in the management of severe pneumonia among
Gambian children: randomized controlled trial.

Howie S, Bottomley C, Chimah O, Ideh R, Ebruke B, Okomo U, Onyeama C, Donkor

S, Rodrigues O, Tapgun M, Janneh M, Oluwalana C, Kuti B, Enwere G, Esangbedo P, Doherty
C, Mackenzie G, Greenwood B, Corrah T, Prentice A, Adegbola R, Zaman S

BACKGROUND:

The benefit of zinc as an adjunct therapy for severe pneumonia is not established. We assessed
the benefit of adjunct zinc therapy for severe pneumonia in children and determined whether the
study children were zinc deficient.

METHODS:

This was a randomized, parallel group, double-blind, placebo-controlled trial with an allocation
ratio of 1:1 conducted in children with severe pneumonia to evaluate the efficacy of daily zinc
as an adjunct treatment in preventing 'treatment failure' (presence of any sign of severe
pneumonia) on day-5 and day-10 and in reducing the time to resolution of signs of severe
pneumonia. Six hundred and four children 2-59 months of age presenting with severe
pneumonia at six urban and rural health care facilities in The Gambia were individually
randomised to receive placebo (n=301) or zinc (n=303) for seven days. To determine if the
study children were zinc deficient, supplementation was continued in a randomly selected
subgroup of 121 children from each arm for six months post-enrolment, and height-gain,
nutritional status, plasma zinc concentrations, and immune competence were compared.
RESULTS:

Percentage of treatment failure were similar in placebo and zinc arms both on day 5 (14.0% vs
14.1%) and day 10 (5.2% vs 5.9%). The time to recovery from lower chest wall indrawing and
sternal retraction was longer in the placebo compared to zinc arm (24.4 vs 23.0 hours; P=0.011
and 18.7 vs 11.0 hours; P =0.006 respectively). The time to resolution for all respiratory
symptoms of severity was not significantly different between placebo and zinc arms (42.3 vs
30.9 hours respectively; P =0.242). In the six months follow-up sub-group, there was no
significant difference in height gain, height-for-age and weight-for-height Z-scores, mid upper
arm circumference, plasma zinc concentrations, and anergy at six months post-enrolment.
CONCLUSIONS:

In this population, zinc given as an adjunct treatment for severe pneumonia showed no
benefit in treatment failure rates, or clinically important benefit in time to recovery from
respiratory symptoms and showed marginal benefit in rapidity of resolution of some signs of
severity. This finding does not support routine use of zinc as an adjunct treatment in severe
pneumonia in generally zinc replete children.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5908397/pdf/jogh-08-010418.pdf
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J Trop Pediatr. 2018 Apr 1;64(2):110-117. doi: 10.1093/tropej/fmx036.

Efficacy of Oral Zinc Supplementation in Radiologically Confirmed
Pneumonia: Secondary Analysis of a Randomized Controlled Trial.

Bagri NK, Bagri N, Jana M, Gupta AK, Wadhwa N, Lodha R, Kabra SK, Chandran A, Aneja
S, Chaturvedi MK, Sodhi J, Fitzwater SP, Chandra J, Rath B, Kainth US, Saini S, Black

RE, Santosham M, Bhatnagar S.

OBJECTIVE:

To evaluate the effect of zinc as an adjuvant therapy in radiologically confirmed pneumonia

in children 2-24 months of age.

PATIENTS AND METHODS:

We analyzed data of 212 children with pneumonia for whom chest X-ray films were available at
enrollment and at least two radiologists agreed on the diagnosis of pneumonia. We compared the
time to recovery in the two groups (n= 121, zinc group and n =91, placebo group) using a Cox
proportional hazards regression model.

RESULTS:

Time to recovery was similar in both groups [median interquartile range: zinc, 84 h (64, 140 h);
placebo, 85 h (65, 140 h)]. The absolute risk reduction for treatment failure was 5.2% (95%
confidence interval: -4.8, 15.1) with zinc supplementation.

CONCLUSION:

There was no significant beneficial effect of zinc on the duration of recovery or risk of
treatment failure in children with radiologically confirmed pneumonia.

Clin Nutr ESPEN. 2017 Aug;20:24-28. doi: 10.1016/j.clnesp.2017.02.003. Epub 2017 May 3.
Therapeutic effect of vitamin D in acute lower respiratory infection:

A randomized controlled trial.
Somnath SH, Biswal N, Chandrasekaran V, Jagadisan B, Bobby Z.

OBJECTIVES:

To study the effect of vitamin D supplementation on the outcome of acute lower respiratory
infection in hospitalized children.

STUDY DESIGN:

This is an open label parallel group randomized trial. Total of 154 children aged 2 mo-5 yrs
(mean age 13 mo) admitted with acute lower respiratory infection (ALRI)

were randomized to receive standard care therapy alone or standard care therapy for the
respiratory infection along with a single oral dose of 100,000 1U of vitamin D3. Serum
25(0H)D levels were measured at admission in all the children and 72 h after administration of
vitamin D in the supplemented group. Primary outcome measured was the duration of hospital
stay. Secondary outcomes measured were mortality, incidence of complications, admission to
PICU and recurrence of respiratory infections within 90 days of discharge. Primary outcome
was compared using Mann Whitney U test and secondary outcomes were compared using chi-
square or Fischer's exact test.

RESULTS:
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Baseline characteristics were comparable between the two groups. There was no statistically
significant difference in the primary outcome (Median duration of hospital stay in both the
groups) and also in secondary outcomes (mortality, PICU admission, complications and
recurrence of respiratory infections within 90 days of discharge).

CONCLUSION:

Single oral dose of 100,000 IU of vitamin D3 did not lead to reduction in duration of
hospital stay, mortality, PICU admission or complications related to ALRI when compared
to standard therapy alone in under five children hospitalized with ALRI but was able to achieve
serum vitamin D sufficiency within 72 h of administration. Registered under

clinical trial Registry of India Identifier no: CTR1/2014/09/005032.

Physiother Res Int. 2018 Jan;23(1). doi: 10.1002/pri.1690. Epub 2017 Jul 19.
Assisted autogenic drainage in infants and young children hospitalized with

uncomplicated pneumonia, a pilot study.
Corten L, Jelsma J, Human A, Rahim S, Morrow BM.

BACKGROUND AND PURPOSE:

Pneumonia is the most important respiratory problem in low-to-middle income countries.
Airway clearance therapy continues to be used in children with pneumonia and secretion
retention; however, there is lack of evidence to support or reject this treatment. This study aimed
to investigate the feasibility of a randomized controlled trial (RCT) on the efficacy and safety of
assisted autogenic drainage (AAD) compared to standard nursing care in children hospitalized
with uncomplicated pneumonia.

METHODS:

A single-blinded pilot RCT was conducted on 29 children (median age 3.5 months, IQR 1.5-9.4)
hospitalized with uncomplicated pneumonia. The intervention group received standard nursing
care with additional bi-daily AAD, for 10 to 30 min. The control group only received standard
nursing care, unless otherwise deemed necessary by the physician or physiotherapist. The
primary outcome measure was duration of hospitalization. The secondary outcome measures
included days of fever and supplemental oxygen support; respiratory rate (RR) and heart rate
adjusted for age; RR and oxygen saturation pre-, post-, and 1-hr post-treatment; oxygen
saturation; adverse events; and mortality.

RESULTS:

No difference was found for duration of hospitalization (median 7.5 and 7.0 days for the control
and intervention groups, respectively); however, Kaplan-Meier analysis revealed a strong
tendency towards a shorter time to discharge in the intervention group (p = .06). No significant
differences were found for the other outcome measures at time of discharge. No adverse events
were reported. Within the intervention group, a significant reduction in RR adjusted for age was
found.

DISCUSSION:

As no adverse events were reported, and AAD did not prolong hospitalization; AAD might be
considered as safe and effective in young children with uncomplicated pneumonia. However, a
larger multicentred RCT is warranted to determine the efficacy of AAD compared to standard
nursing care.

https://onlinelibrary.wiley.com/doi/full/10.1002/pri.1690
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Oxygen therapy

Trials. 2017 Oct 27;18(1):502. doi: 10.1186/s13063-017-2241-8.
Improving oxygen therapy for children and neonates in secondary hospitals

in Nigeria: study protocol for a stepped-wedge cluster randomised trial.
Graham HR, Ayede Al, Bakare AA, Oyewole OB, Peel D, Gray A, McPake B, Neal E, Qazi
S, lzadnegahdar R, Falade AG, Duke T.

BACKGROUND:

Oxyagen is a life-saving, essential medicine that is important for the treatment of many

common childhood conditions. Improved oxygen systems can reduce childhood pneumonia
mortality substantially. However, providing oxygen to children is challenging, especially in
small hospitals with weak infrastructure and low human resource capacity.
METHODS/DESIGN:

This trial will evaluate the implementation of improved oxygen systems at secondary-level
hospitals in southwest Nigeria. The improved oxygen system includes: a standardised equipment
package; training of clinical and technical staff; infrastructure support (including improved
power supply); and quality improvement activities such as supportive supervision. Phase 1 will
involve the introduction of pulse oximetry alone; phase 2 will involve the introduction of the
full, improved oxygen system package. We have based the intervention design on a theory-
based analysis of previous oxygen projects, and used quality improvement principles, evidence-
based teaching methods, and behaviour-change strategies. We are using a stepped-wedge cluster
randomised design with participating hospitals randomised to receive an improved oxygen
system at 4-month steps (three hospitals per step). Our mixed-methods evaluation will evaluate
effectiveness, impact, sustainability, process and fidelity. Our primary outcome measures

are childhood pneumonia case fatality rate and inpatient neonatal mortality rate. Secondary
outcome measures include a range of clinical, quality of care, technical, and health systems
outcomes. The planned study duration is from 2015 to 2018.

DISCUSSION:

Our study will provide quality evidence on the effectiveness of improved oxygen systems, and
how to better implement and scale-up oxygen systems in resource-limited settings. Our results
should have important implications for policy-makers, hospital administrators, and child health
organisations in Africa and globally.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5659007/

Bronchiolitis

Indian Pediatr. 2018 Jan 15;55(1):27-30. Epub 2018 Sep 26.
Nasal Continuous Positive Airway Pressure in Bronchiolitis: A Randomized

Controlled Trial.
Lal SN, Kaur J, Anthwal P, Goyal K, Bahl P, Puliyel JM.

OBJECTIVE:
To evaluate the efficacy of nasal continuous positive airway pressure (nCPAP) in decreasing
respiratory distress in bronchiolitis.
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DESIGN:

Randomized controlled trial.

SETTING:

Tertiary-care hospital in New Delhi, India. Participants: 72 infants (age <1y) hospitalized with a
clinical diagnosis of bronchiolitis were randomized to receive standard care, or nCPAP in
addition to standard care, in the first hour after admission. 23 parents refused to give consent for
participation. 2 infants did not tolerate nCPAP.

PARTICIPANTS:

72 infants (age <1y) hospitalized with a clinical diagnosis of bronchiolitis were randomized to
receive standard care, or nCPAP in addition to standard care, in the first hour after admission. 23
parents refused to give consent for participation. 2 infants did not tolerate nCPAP.
INTERVENTION:

The outcome was assessed after 60 minutes. If NCPAP was not tolerated or the distress
increased, the infant was switched to standard care. Analysis was done on intention-to-treat
basis.

MAIN OUTCOME MEASURES:

Change in respiratory rate, Silverman-Anderson score and a Modified Pediatric Society

of New Zealand Severity Score.

RESULTS:

14 out of 32 in nCPAP group and 5 out of 35 in standard care group had change in respiratory
rate >10 (P=0.008). The mean (SD) change in respiratory rate [8.0 (5.8) vs 5.1 (4.0), P=0.02] in
Silverman-Anderson score [0.78 (0.87) vs 0.39 (0.73), P=0.029] and in Modified Pediatric
Society of New Zealand Severity Score [2.5 (3.01) vs. 1.08 (1.3), P=0.012] were significantly
different in the nCPAP and standard care groups, respectively.

CONCLUSIONS:

nCPAP helped reduce respiratory distress significantly compared to standard care.

Adolescent health
Adolescents and HIV prevention and treatment

Glob Pediatr Health. 2018 Jan 24;5:2333794X18754452. doi: 10.1177/2333794X18754452.
eCollection 2018.

Preliminary Impacts of an HIV-Prevention Program Targeting Out-of-School
Youth in Postconflict Liberia.

Kennedy SB, Atwood K, Harris AO, Taylor CH, Shamblen S, Nagbhe WM, Gobeh ME, Sosu

F, Teqli JK, Morris CA.

Adolescents in Sub-Saharan Africa account for greater HIV/STI (human immuno defiency
virus/sexually transmitted infection) burdens and difficult-to-reach populations. This study
implemented a community-based HIV/STI program to reach at-risk youth aged 15 to 17 years in
postconflict Liberia. Using a randomized controlled trial, community youths were assigned to an
adapted version of an effective HIV/STI program, Making Proud Choices, or attention-matched
comparison curriculum, General Health Program. Both programs were of similar doses, reach
and coverage, and administered in classroom settings by trained health educators. The findings
suggest that the adapted HIV/STI program had positive effects on knowledge, sexual refusal and
condom use self-efficacy, condom negotiation self-efficacy, positive condom attitudes, parental
communication about sex, and negative condom attitudes over time. Culturally adapted
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community-based, behavioral-driven programs can positively affect mediators of sexual
behaviors in at-risk adolescents in postconflict settings. This is the first published report of an
evidence-based HIV/STI program on sexual risk-taking behaviors of community youths in
Liberia.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5788126/

Prev Sci. 2017 Nov;18(8):955-963. doi: 10.1007/s11121-017-0827-8.
Process Evaluation of a Clinical Trial to Test School Support as HIV

Prevention Among Orphaned Adolescents in Western Kenva.
Hallfors DD, Cho H, Hartman S, Mbai I, Ouma CA, Halpern CT.

Orphaned adolescents are a large and vulnerable population in sub-Saharan Africa, at higher risk
for HIV than non-orphans. Yet prevention of new infection is critical for adolescents since they
are less likely than adults to enter and remain in treatment and are the only age group with rising
AIDS death rates. We report process evaluation for a randomized controlled trial (RCT) testing
support to stay in school (tuition, uniform, nurse visits) as an HIV prevention strategy for
orphaned Kenyan adolescents. The RCT found no intervention effect on HIV/HSV-2 biomarker
outcomes. With process evaluation, we examined the extent to which intervention elements
were implemented as intended among the intervention group (N = 412) over the 3-year study
period (2012-2014), the implementation effects on school enroliment (0-9 terms), and whether
more time in school impacted HIV/HSV-2. All analyses examined differences as a whole, and
by gender. Findings indicate that school fees and uniforms were fully implemented in 94 and
96% of cases, respectively. On average, participants received 79% of the required nurse visits.
Although better implementation of nurse visits predicted more terms in school, a number of
terms did not predict the likelihood of HIV/HSV-2 infection. Attending boarding school also
increased number of school terms, but reduced the odds of infection for boys only. Four
previous RCTs have been conducted in sub-Saharan Africa, and only one found limited
evidence of school impact on adolescent HIV/HSV-2 infection. Our findings add further
indication that the association between school support and HIV/HSV-2 prevention appears to be
weak or under-specified.

Prev Sci. 2017 Nov;18(8):943-954. doi: 10.1007/511121-017-0817-x.
A School Support Intervention and Educational Outcomes Among Orphaned

Adolescents: Results of a Cluster Randomized Controlled Trial in Kenya.
Cho H, Catherine Ryberg R, Hwang K, Pearce LD, Iritani BJ.

Globally, significant progress has been made in primary school enrollment. However, there are
millions of adolescents-including orphans in sub-Saharan Africa-who still experience barriers to
remaining in school. We conducted a 4-year cluster randomized controlled trial (cCRCT)

(N =835) in a high HIV prevalence area in western Kenya to test whether providing
orphaned adolescents with a school support intervention improves their educational
outcomes. The school support intervention consisted of directly paying tuition, exam fees,
and uniform costs to primary and secondary schools for those students who remained
enrolled. In addition, research staff monitored intervention participants' school attendance and
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helped to address barriers to staying in school. This school support intervention had significant
positive impacts on educational outcomes for orphaned adolescents. Over the course of the
study, school absence remained stable for intervention group participants but increased in
frequency for control group participants. Intervention group participants were less likely to drop
out of school compared to the control group. Furthermore, the intervention participants were
more likely to make age-appropriate progression in grade, matriculate into secondary school,
and achieve higher levels of education by the end of the study. The intervention also increased
students' expectations of graduating from college in the future. However, we found no
significant intervention impact on primary and secondary school test scores. Results from this
RCT suggest that directly covering school-related expenses for male and female orphaned
adolescents in western Kenya can improve their educational outcomes.

AIDS. 2017 Sep 24;31(15):2127-2134. doi: 10.1097/QAD.0000000000001584.
The effect of school attendance and school dropout on incident HIVV and

HSV-2 among young women in rural South Africa enrolled in HPTN 068.
Stoner MCD, Pettifor A, Edwards JK, Aiello AE, Halpern CT, Julien A, Selin A, Twine
R, Hughes JP, Wang J, Agyei Y, Gomez-Olive FX, Wagner RG, MacPhail C, Kahn K.

OBJECTIVE:

To estimate the association between school attendance, school dropout, and risk of incident HIV
and herpes simplex virus type 2 (HSV-2) infection among young women.

DESIGN:

We used longitudinal data from a randomized controlled trial in rural Mpumalanga
province, South Africa, to assess the association between school days attended, school dropout,
and incident HIV and HSV-2 in young women aged 13-23 years.

METHODS:

We examined inverse probability of exposure weighted survival curves and used them to
calculate 1.5, 2.5, and 3.5-year risk differences and risk ratios for the effect of school attendance
on incident HIV and HSV-2. A marginal structural Cox model was used to estimate hazard
ratios for the effect of school attendance and school dropout on incident infection.

RESULTS:

Risk of infection increased over time as young women aged, and was higher in young women
with low school attendance (<80% school days) compared with high (=80% school days).
Young women with low attendance were more likely to acquire HIV [hazard ratio (HR):
2.97; 95% confidence interval (Cl): 1.62, 5.45] and HSV-2 (HR: 2.47; 95% CI: 1.46, 4.17)
over the follow-up period than young women with high attendance. Similarly, young
women who dropped out of school had a higher weighted hazard of both HIV (HR 3.25 95% CI:
1.67, 6.32) and HSV-2 (HR 2.70; 95% CI 1.59, 4.59).

CONCLUSION:

Young women who attend more school days and stay in school have a lower risk of
incident HIV and HSV-2 infection. Interventions to increase frequency of school attendance
and prevent dropout should be promoted to reduce risk of infection.

AIDS. 2017 Jul 1;31 Suppl 3:5221-S232. doi: 10.1097/QAD.0000000000001530.
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Community intervention improves knowledge of HIV status of adolescents in
Zambia: findings from HPTN 071-PopART for youth study.

Shanaube K, Schaap A, Chaila MJ, Floyd S, Mackworth-Young C, Hoddinott G, Hayes

R, Fidler S, Ayles H; HPTN 071 (PopART) Study Team.

OBJECTIVE:

To determine the uptake of home-based HIV counselling and testing (HCT) in four communities
of the HPTN 071 (PopART) trial in Zambia among adolescents aged 15-19 years and explore
factors associated with HCT uptake.

DESIGN:

The PopART for youth study is a three-arm community-randomized trial in 12 communities in
Zambia and nine communities in South Africa which aims to evaluate the acceptability and
uptake of a HIV prevention package, including universal HIV testing and treatment, among
young people. The study is nested within the HPTN 071 (PopART) trial.

METHODS:

Using a door-to-door approach that includes systematically revisiting households, all
adolescents enumerated were offered participation in the intervention and verbal consent was
obtained. Data were analysed from October 2015 to September 2016.

RESULTS:

Among 15456 enumerated adolescents, 11175 (72.3%) accepted the intervention. HCT uptake
was 80.6% (8707/10809) and was similar by sex. Adolescents that knew their HIV-positive
status increased almost three-fold, from 75 to 210. Following visits from community HIV care
providers, knowledge of HIV status increased from 27.6% (3007/10884) to 88.5%
(9636/10884). HCT uptake was associated with community, age, duration since previous HIV
test; other household members accepting HCT, having an HIV-positive household member,
circumcision, and being symptomatic for STIs.

CONCLUSION:

Through a home-based approach of offering a combination HIV prevention package, the
proportion of adolescents who knew their HIV status increased from ~28 to 89% among
those that accepted the intervention. Delivering a community-level door-to-door combination,
HIV prevention package is acceptable to many adolescents and can be effective if done in
combination with targeted testing.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5497780/

J Acquir Immune Defic Syndr. 2018 May 22. doi: 10.1097/QA1.0000000000001766. [Epub
ahead of print]

Does partner selection mediate the relationship between school attendance
and HIV/HSV-2 among adolescent girls and young women in South Africa:
An analysis of HPTN 068 data.

Stoner MC, Edwards JK, Miller WC, Aiello AE, Halpern CT, Julien A, Rucinski KB, Selin
A, Twine R, Hughes JP, Wang J, Agyei Y, Gomez-Olivé FX, Wagner RG, Laeyendecker

O, Macphail C, Kahn K, Pettifor A.

School attendance prevents HIV and HSV-2 in adolescent girls and young women (AGYW) but
the mechanisms to explain this relationship remain unclear. Our study assesses the extent to
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which characteristics of sex partners, partner age and number, mediate the relationship between
attendance and risk of infection in AGYW in South Africa.

DESIGN:

We use longitudinal data from the HPTN 068 randomized controlled trial in

rural South Africawhere girls were enrolled in early adolescence and followed in the

main trial for over three years. We examined older partners and number of partners as possible
mediators.

METHODS:

We use the parametric g-formula to estimate 4-year risk differences for the effect of school
attendance on cumulative incidence of HIV/HSV-2 overall and the controlled direct effect
(CDE) for mediation. We examined mediation separately and jointly for the mediators of
interest.

RESULTS:

We found that young women with high attendance in school had a lower cumulative
incidence of HIV compared to those with low attendance (risk difference=-1.6%). Partner
age difference (CDE=-1.2%) and number of partners (CDE=-0.4%) mediated a large portion of
this effect. In fact, when we accounted for the mediators jointly, the effect of schooling on HIV
was almost removed showing full mediation (CDE=-0.3%). The same patterns were observed
for the relationship between school attendance and cumulative incidence of HSV-2 infection.
CONCLUSION:

Increasing school attendance reduces risk of acquiring HIV and HSV-2. Our results indicate
the importance of school attendance in reducing partner number and partner age difference in
this relationship.

Comment

Similar prior publications by the first author using the same data source include: Stoner M.C.D,
Edwards J, Miller W, Aiello A, Halpern C, Selin A, Hughes J, Wang J, Laeyendecker O, Agyei
Y, McPhail C, Kahn K, Pettifor A.(2017) The effect of schooling on incident HIV and HSV-2
infection in young South African women enrolled in HPTN 068. AIDS. 24;31(15):2127-213.

Prev Sci. 2018 May 16. doi: 10.1007/s11121-018-0902-9. [Epub ahead of print]
HIV Risk Among Displaced Adolescent Girls in Ethiopia: the Role of Gender

Attitudes and Self-Esteem.
Bermudez LG, Yu G, Lu L, Falb K, Eoomkham J, Abdella G, Stark L.

Adolescent girls in sub-Saharan Africa have been deemed one of the most critical populations to
address in the campaign for an HIV-free generation. Experiences of intimate partner violence
(IPV), harmful gender norms, diminished personal agency, and age-disparate sex have been
identified as factors in the increasing rate of new infections among this population. Using
baseline data from a cluster-randomized controlled trial in three refugee camps in Benishangul-
Gumuz Regional State in Ethiopia, our study quantitatively examined the associations between
HIV risk factors, attitudes on gender inequality, IPV acceptability, and self-esteem for

female adolescent refugees primarily from Sudan and South Sudan (n=919). In multivariate
models, adjusting for age and education, results showed girls who were more accepting of
gender inequitable norms and IPV had greater odds of ever experiencing forced (OR 1.40, CI
1.15-1.70; OR 1.66, CI 1.42-1.94) or transactional sex (OR 1.28, CI 1.05-1.55; OR 1.59, CI
1.37-1.85) compared to girls who demonstrated less approval. Higher self-esteem was
associated with increased odds of condom use (OR 1.13, CI 1.02-1.24) as well as decreased
odds of adolescent marriage (OR 0.93, CI 0.90-0.95), age-disparate sex (OR 0.90, C1 0.86-0.94),
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and transactional sex (OR 0.96, C1 0.93-0.99). The findings suggest acceptance of inequitable
gender norms (including those that perpetuate violence against women) and low self-esteem to
be associated with common HIV risk factors among refugee adolescents living in Ethiopia.
Greater attention towards the intersections of gender equality and self-valuation is needed when
seeking to understand HIV risk among refugee adolescent girls in sub-Saharan Africa.

BMC Public Health. 2018 Jan 10;18(1):120. doi: 10.1186/s12889-018-5027-3.
Cash transfer interventions for sexual health: meanings and experiences

of adolescent males and females in inner-city Johannesburg.
Khoza N, Stadler J, MacPhail C, Chikandiwa A, Brahmbhatt H, Delany-Moretlwe S.

BACKGROUND:

In sub-Saharan Africa, there is growing interest in the use of cash transfer (CT) programs for
HIV treatment and prevention. However, there is limited evidence of the consequences related
to CT provision to adolescents in low-resourced urban settings. We explored the experiences of
adolescents receiving CTs to assess the acceptability and unintended consequences of CT
strategies in urban Johannesburg, South Africa.

METHODS:

We collected qualitative data during a pilot randomized controlled trial of three CT strategies
(monthly payments unconditional vs. conditional on school attendance vs. a once-off payment
conditional on a clinic visit) involving 120 adolescents aged 16-18 years old in the inner city of
Johannesburg. Interviews were conducted in isiZulu, Sesotho or English with a sub-sample of
49 participants who adhered to study conditions, 6 months after receiving CT (280 ZAR/ 20
USD) and up to 12 months after the program had ended. Interviews were transcribed and
translated by three fieldworkers. Codes were generated using an inductive approach; transcripts
were initially coded based on emerging issues and subsequently coded deductively using Atlas.ti
7.4.

RESULTS:

CTs promoted a sense of independence and an adult social identity amongst recipients. CTs
were used to purchase personal and household items; however, there were gender differences in
spending and saving behaviours. Male participants' spending reflected their preoccupation with
maintaining a public social status through which they asserted an image of the responsible adult.
In contrast, female participants' expenditure reflected assumption of domestic responsibilities
and independence from older men, with the latter highlighting CTs' potential to reduce
transactional sexual partnerships. Cash benefits were short-lived, as adolescents reverted to
previous behavior after the program's cessation.

CONCLUSION:

CT programs offer adolescent males and females in low-income urban settings a sense of
agency, which is vital for their transition to adulthood. However, gender differences in the
expenditure of CTs and the effects of ending CT programs must be noted, as these may present
potential unintended risks.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5761158/

J Adolesc. 2017 Dec;61:64-76. doi: 10.1016/j.adolescence.2017.09.007. Epub 2017 Sep 29.
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Correlates of school dropout and absenteeism among adolescent girls from
marginalized community in north Karnataka, south India.

Prakash R, Beattie T, Javalkar P, Bhattacharjee P, Ramanaik S, Thalinja R, Murthy S, Davey
C, Blanchard J, Watts C, Collumbien M, Moses S, Heise L, Isac S.

Secondary education among lower caste adolescent girls living in rural Karnataka, South India,
Is characterized by high rates of school drop-out and absenteeism. A cross-sectional baseline
survey (N=2275) was conducted in 2014 as part of a cluster-

randomized control trial among adolescent girls (13-14 year) and their families from
marginalized communities in two districts of north Karnataka. Bivariate and multivariate
logistic regression models were used. Overall, 8.7% girls reported secondary school dropout and
8.1% reported frequent absenteeism (past month). In adjusted analyses, economic factors
(household poverty; girls' work-related migration), social norms and practices (child marriage;
value of girls' education), and school-related factors (poor learning environment and
bullying/harassment at school) were associated with an increased odds of school dropout and
absenteeism. Interventions aiming to increase secondary school retention among marginalized
girls may require a multi-level approach, with synergistic components that address social,
structural and economic determinants of school absenteeism and dropout.

https://www.sciencedirect.com/science/article/pii/S0140197117301483?via%3Dihub

PLoS One. 2017 Aug 17;12(8):e0180833. doi: 10.1371/journal.pone.0180833. eCollection
2017.

Peer violence perpetration and victimization: Prevalence, associated factors
and pathways among 1752 sixth grade boys and girls in schools in Pakistan.
Karmaliani R, Mcfarlane J, Somani R, Khuwaja HMA, Bhamani SS, Ali TS, Gulzar S, Somani
Y, Chirwa ED, Jewkes R.

BACKGROUND:

Child peer violence is a global problem and seriously impacts health and education. There are
few research studies available in Pakistan, or South Asia. We describe the prevalence of peer
violence, associations, and pathways between socio-economic status, school performance,
gender attitudes and violence at home.

METHODS:

1752 children were recruited into a cluster randomized controlled trial conducted on 40 fairly
homogeneous public schools (20 for girls and 20 for boys), in Hyderabad, Pakistan. This was
ranging from 20-65 children per school. All children were interviewed with questionnaires at
baseline.

RESULTS:

Few children had no experience of peer violence in the previous 4 weeks (21.7% of girls vs.7%
of boys). Some were victims (28.6%, of girls vs. 17.9% of boys), some only perpetrated (3.3%
of girls vs. 2.5%) but mostly they perpetrated and were victims (46.4%.of girls vs 72.6%. of
boys). The girls' multivariable models showed that missing the last school day due to work,
witnessing her father fight a man in the last month and having more patriarchal gender attitudes
were associated with both experiencing violence and perpetration, while, hunger was associated
with perpetration only. For boys, missing two or more days of school in the last month, poorer
school performance and more patriarchal attitudes were associated with both victimization and
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perpetration. Witnessing father fight, was associated with peer violence perpetration for boys.
These findings are additionally confirmed with structural models.

DISCUSSION:

Peer violence in Pakistan is rooted in poverty and socialization of children, especially at
home. A critical question is whether a school-based intervention can empower children to
reduce their violence engagement in the context of poverty and social norms supportive of
violence. In the political context of Pakistan, reducing all violence is essential and understanding
the potential of schools as a platform for intervention is key.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5560651/

Allergy

(See Vitamin D, skin disease)

Anaemia and iron deficiency
(See also Nutrition — micronutrients and food fortification)

PLoS One. 2017 Aug 30;12(8):e0183977. doi: 10.1371/journal.pone.0183977. eCollection
2017.

Delaying the start of iron until 28 days after antimalarial treatment is
associated with lower incidence of subsequent illness in children with malaria

and iron deficiency.
Jaramillo EG, Mupere E, Opoka RO, Hodges JS, Lund TC, Georgieff MK, John CC, Cusick SE.

We evaluated the incidence of all-cause and malaria-specific clinic visits during follow-up of a
recent trial of iron therapy. In the main trial, Ugandan children 6-59 months with smear-
confirmed malaria and iron deficiency [zinc protoporphyrin (ZPP > = 80 umol/mol heme)] were
treated for malaria and randomized to start a 27-day course of oral iron concurrently with
(immediate group) or 28 days after (delayed group) antimalarial treatment.

All children were followed for the same 56-day period starting at the time of antimalarial
treatment (Day 0) and underwent passive and active surveillance for malaria and other morbidity
for the entire follow-up period. All ill children were examined and treated by the study
physician. In this secondary analysis of morbidity data from the main trial, we report that
although the incidence of malaria-specific visits did not differ between the groups, children in
the immediate group had a higher incidence rate ratio of all-cause sick-child visits to the
clinic during the follow-up period (Incidence Rate Ratio (IRR) immediate/delayed = 1.76;
95%Cl: 1.05-3.03, p = 0.033). Although these findings need to be tested in a

larger trial powered for malaria-specific morbidity, these preliminary results suggest that
delaying iron by 28 days in children with coexisting malaria and iron deficiency is
associated with a reduced risk of subsequent all-cause illness.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5576757/
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PL0oS One. 2018 Jan 4;13(1):e0187663. doi: 10.1371/journal.pone.0187663. eCollection 2018.
An evaluation of hemoglobin measurement tools and their accuracy and

reliability when screening for child anemia in Rwanda: A randomized study.
Parker M, Han Z, Abu-Haydar E, Matsiko E, lyakaremye D, Tuyisenge L, Magaret

A, Lyambabaje A.

Blood hemoglobin (Hb) is a common indicator for diagnosing anemia and is often determined
through laboratory analysis of venous samples. One alternative to laboratory-based methods is
the handheld HemoCue® Hb 201+ device, which requires a finger prick and wicking of blood
into a pretreated cuvette for analysis. An alternative HemoCue® gravity method is being
investigated for improved accuracy. Further, recent developments in noninvasive technologies
could provide an accurate, rapid, safe, point-of-care option for hemoglobin estimation while
addressing some limitations of current tools, but device performance must be assessed in low-
resource settings. This study evaluated the performance of two HemoCue® Hb 201+ blood
sampling methods and a noninvasive device (Pronto® with DCI-mini™ sensors) in a Rwandan
pediatric clinic. Reference hemoglobin values were determined in 132 children 6 to 59
months of age by using a standard hematology analyzer (Sysmex KN21TM). Half were
tested using the HemoCue® wicking method; half were tested using the HemoCue®
gravity method; and 112 had successful hemoglobin readings with Pronto® DCI-mini™.,
Statistical analysis was used to assess the level of bias generated by each method and the key
drivers of bias. The HemoCue® gravity method was the least biased. The HemoCue® wicking
and Pronto® methods biases were inversely related to the Sysmex KN21TM results. Both
HemoCue® sampling methods correctly classified patients' anemic status in 80% or more of
instances, whereas the Pronto® device had a correct classification rate of only 69%. The
HemoCue® gravity method was more accurate than the traditional HemoCue® wicking method
in this study, but its accuracy and operational feasibility should be confirmed by future studies.
The Pronto® DCI-mini™ devices showed considerable promise but require further
improvements in sensitivity and specificity before wider adoption.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5754049/

BMJ Open. 2017 Nov 15;7(11):e018325. doi: 10.1136/bmjopen-2017-018325.
Benefits and risks of Iron interventions in children (BRISC): protocol for a

three-arm parallel-group randomised controlled field trial in Bangladesh.
Hasan MI, Hossain SJ, Braat S, Dibley MJ, Fisher J, Grantham-McGregor S, Tofail F, Simpson
JA, Arifeen SE, Hamadani J, Biggs BA, Pasricha SR.

INTRODUCTION:

Anaemia is a major global health problem affecting about 43% of preschool childrenglobally
and 60% of 6-24-month-old children in rural Bangladesh, half of which is attributed to iron
deficiency (ID). Although WHO recommends universal supplementation with iron or home
fortification with iron-containing multiple micronutrient powders (MMPS) to children under 2
years, evidence for benefits of these interventions on childhood development (a key rationale for
these interventions) and harms (especially infection) remains limited. This study aims to
evaluate the impact of iron or MMPs supplementation compared with placebo on
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(@) children's development, (b) growth, (¢) morbidity from infections and (d) haematological and
iron indices.

METHODS AND ANALYSIS:

This study is a three-arm, blinded, double-dummy, parallel-group, placebo-

controlled superiority trial using stratified individual block randomisation. The trial will
randomise 3300 children aged 8-9 months equally to arm 1: iron syrup (12.5 mg elemental iron),
placebo MMPs; arm 2: MMPs (including 12.5 mg elemental iron), placebo syrup; and arm 3:
placebo syrup, placebo MNPs. Children will receive interventions for 3 months based on WHO
recommendations and then be followed up for 9 months post intervention. The primary outcome
IS cognitive composite score measured by Bayley I1l. Secondary outcomes include motor and
language composite score by Bayley 11, behaviour rating using selected items from Wolke's
rating scales and BSID-11 behaviour ratings, temperament, growth, haemoglobin, anaemia and
iron status, and infectious morbidity. Outcomes will be measured at baseline, at the end of 3-
month intervention and after 9 months postintervention follow-up.

https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/29146650/

Nutrients. 2017 Jul 14;9(7). pii: E759. doi: 10.3390/nu9070759.

Iron Fortified Complementary Foods Containing a Mixture of Sodium lron
EDTA with Either Ferrous Fumarate or Ferric Pyrophosphate Reduce Iron
Deficiency Anemia in 12- to 36-Month-Old Children in a Malaria Endemic

Setting: A Secondary Analysis of a Cluster-Randomized Controlled Trial.
Glinz D, Wegmiller R, Ouattara M, Diakité VG, Aaron GJ, Hofer L, Zimmermann
MB, Adiossan LG, Utzinger J, N'Goran EK, Hurrell RF.

Iron deficiency anemia (IDA) is a major public health problem in sub-Saharan Africa. The
efficacy of iron fortification against IDA is uncertain in malaria-endemic settings. The objective
of this study was to evaluate the efficacy of a complementary food (CF) fortified with
sodium iron EDTA (NaFeEDTA) plus either ferrous fumarate (FeFum) or ferric
pyrophosphate (FePP) to combat IDA in preschool-age children in a highly malaria
endemic region. This is a secondary analysis of a nine-month cluster-randomized controlled
trial conducted in south-central Cote d'lvoire. 378 children aged 12-36 months were randomly
assigned to no food intervention (n = 125; control group), CF fortified with 2 mg
NaFeEDTA plus 3.8 mg FeFum for six days/week (n = 126; FeFum group), and CF
fortified with 2 mg NaFeEDTA and 3.8 mg FePP for six days/week (n = 127; FePP group).
The outcome measures were hemoglobin (Hb), plasma ferritin (PF), iron deficiency (PF < 30
pg/L), and anemia (Hb < 11.0 g/dL). Data were analyzed with random-effect models and PF
was adjusted for inflammation. The prevalence of Plasmodium falciparum infection and
inflammation during the study were 44-66%, and 57-76%, respectively. There was a significant
time by treatment interaction on IDA (p = 0.028) and a borderline significant time by treatment
interaction on iron deficiency with or without anemia (p = 0.068). IDA prevalence sharply
decreased in the FeFum (32.8% to 1.2%, p < 0.001) and FePP group (23.6% to 3.4%, p <
0.001). However, there was no significant time by treatment interaction on Hb or total anemia.
These data indicate that, despite the high endemicity of malaria and elevated inflammation
biomarkers (C-reactive protein or a-1-acid-glycoprotein), IDA was markedly reduced by
provision of iron fortified CF to preschool-age children for 9 months, with no significant
differences between a combination of NaFeEDTA with FeFum or NaFeEDTA with FePP.
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However, there was no overall effect on anemia, suggesting most of the anemia in this
setting is not due to ID.

https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/28708072/

Clin Nutr. 2017 Aug;36(4):986-991. doi: 10.1016/j.cInu.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 S, Sachdev HPS, Refsum H, Yajnik CS, Bhandari N, Strand TA;

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 low-to-middle income neighborhoods

in NewDelhi, India, children were randomized into four groups in a 1:1:1:1 ratio and
supplemented daily for 6 months with 2 RDAs of vitamin B12, folic acid, both, or placebo.

All children with anemia at baseline were given iron supplementation daily for 2 months. We
measured the plasma concentrations of soluble transferrin receptor (STfR), folate, 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
concentration. Iron supplements for the initial 2 mo had limited effect on anemia at 6 mo
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.

MC Public Health. 2017 Sep 25;17(1):738. doi: 10.1186/512889-017-4755-0.
The effect of a micronutrient powder home fortification program on anemia
and cognitive outcomes among young children in rural China: a

cluster randomized trial.
Luo R, Yue A, Zhou H, Shi Y, Zhang L, Martorell R, Medina A, Rozelle S, Sylvia S.

BACKGROUND:

Anemia early in life has been associated with delayed cognitive and motor development. The
WHO recommends home fortification using multiple micronutrient powders (MNPs)
containing iron as a strategy to address anemia in children under two. We evaluated the effects
of a program freely distributing MNP sachets to caregivers of infants in rural China.
METHODS:

28


https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/28708072/
https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/27486122
https://www.ncbi.nlm.nih.gov/pubmed/27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kumar%20T%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Taneja%20S%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sachdev%20HPS%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Refsum%20H%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yajnik%20CS%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bhandari%20N%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed/?term=Strand%20TA%5BAuthor%5D&cauthor=true&cauthor_uid=27486122
https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/28946866
https://www.ncbi.nlm.nih.gov/pubmed/28946866
https://www.ncbi.nlm.nih.gov/pubmed/28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Luo%20R%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yue%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhou%20H%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Shi%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zhang%20L%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Martorell%20R%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Medina%20A%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rozelle%20S%5BAuthor%5D&cauthor=true&cauthor_uid=28946866
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sylvia%20S%5BAuthor%5D&cauthor=true&cauthor_uid=28946866

Randomised trials in child health in developing countries 2017-18

We conducted a cluster-randomized controlled trial in Shaanxi province, enrolling

all children aged 6-11 months in target villages. Following a baseline survey, investigators
randomly assigned each village/cluster to a control or treatment group. In the treatment group,
caregivers were instructed to give MNPs daily. Follow-up was after 6, 12, and 18 months of
intervention. Primary outcomes were hemoglobin concentrations and scores on the Bayley
Scales of Infant Development.

RESULTS:

One thousand, eight hundred and-two eligible children and their caregivers were enrolled. At
baseline 48% (870) of children were anemic and 29% (529) were developmentally delayed. Six
hundred and-ten children (117 villages) were assigned to the control group and

1192 children (234 villages) were assigned to the treatment group. Assignment to the
treatment group was associated with an improvement in hemoglobin levels (marginal
effect 1.77 g/L, 95% CI 0.017-3.520, p-value = 0.048) and cognitive development (marginal
effect 2.23 points, 95% CI 0.061-4.399, p-value = 0.044) after 6 months but not thereafter.
There were no significant effects on motor development. Zero effects after the first 6 months
were not due to low compliance, low statistical power, or changes in feeding behavior.
Hemoglobin concentrations improved in both the treatment and control groups over the
course of the study; however, 22% (325) of children remained anemic at endline, and 48%
(721) were cognitively delayed.

CONCLUSIONS:

Providing caregivers with MNP sachets modestly hastened improvement in hemoglobin
levels that was occurring absent intervention; however, this improvement did not translate into
improved developmental outcomes at endline.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5613507/

Nutrients. 2017 Sep 12;9(9). pii: E1002. doi: 10.3390/nu9091002.
A Micronutrient Fortified Beverage Given at Different Dosing Frequencies
Had Limited Impact on Anemia and Micronutrient Status in Filipino

Schoolchildren.
Angeles-Agdeppa |, Magsadia CR, Aaron GJ, Lloyd BB, Hilmers DC, Bhutta ZA.

This study evaluated the effects of a multi-micronutrient fortified juice drink given in different
frequencies of consumption on hemoglobin (Hb) concentration of schoolchildren. Hb was
measured in 2423 schoolchildren aged 6- to 9-years-old at baseline. All anemic children (n =
246) were randomly allocated into groups: Daily dose (HD: high dose), 5X/week (MD:
Moderate Dose), 3X/week (LD: Low Dose) and unfortified (Control). Pre- and post-study
measurements of micronutrients were collected from 228 children. At the endpoint, significant
Hb increases were observed in all groups, but there was no significant difference between
groups. There was a significant reduction in anemia prevalence in all groups from 100% to
36% (Control), 30% (LD), 23% (MD) and 26% (HD). No dose-response effect was observed
in Hb in this population. Most likely, this resulted from better than expected micronutrient status
and lower than expected severity of anemia and micronutrient deficiencies in this cohort. It is
unlikely that the addition of a fortified beverage to school feeding programs in this population
would have a positive impact. Whether such an intervention would be cost-effective as a
preventative approach needs to be assessed. This study demonstrates the importance of targeting
such interventions to appropriate populations.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5622762/

Anaesthesia and intensive care
(see also Asthma)

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

Paediatr Anaesth. 2017 Aug;27(8):810-815. doi: 10.1111/pan.13179. Epub 2017 Jun 6.
Effects of intraoperative liberal fluid therapy on postoperative nausea and

vomiting in children-A randomized controlled trial.
Ashok V, Bala I, Bharti N, Jain D, Samujh R.

BACKGROUND:

Postoperative nausea and vomiting (PONV) is one of the most distressing complications
following surgery. Supplemental perioperative fluid therapy might be an effective strategy to
reduce PONV in children.

OBJECTIVES:

The study was conducted to evaluate the effects of intraoperative liberal fluid therapy with
crystalloids on PONV in children.

METHODS:

In this randomized trial, a total of 150 children of 3-7 years undergoing lower abdominal and
penile surgery under general anesthesia were randomly assigned into two groups. ""Restricted
group' received 10 mL kg h and ""Liberal group' received 30 mL kg ht infusion of
Ringer's lactate solution intraoperatively. All patients received a caudal block and
intravenous paracetamol for analgesia. No opioids and muscle relaxants were used. All episodes
of nausea-vomiting and the requirement of rescue antiemetic were assessed during 24 hours
postoperatively.

RESULTS:

The incidence of PONV was significantly less in the liberal group patients as compared to
the restricted group; 33 (45.8%) patients in the restricted group had vomiting as
compared to 20 (27.4%) patients in the liberal group (RR 0.59, 95% CI: 0.38-0.93, P=.021).
The adjusted odds ratio of PONV for the liberal group vs restricted group was 2.24 (95% ClI:
1.12-4.48, P=.022). The incidence of fluid intake during the first 6 postoperative hours was
significantly higher in the restricted group patients; 60 (83%) children in the restricted group
complained of thirst as compared to 12 (17%) children in the liberal group (RR 0.19, 95% CI:
0.18-0.33, P=.0001). The parents of the liberal group were more satisfied as compared to the
restricted group (mean difference -0.9, 95% CI: -1.8, -0.1, P=.04). None of the childrenhad any
complication attributed to the liberal fluid therapy.

CONCLUSION:

Liberal intraoperative fluid therapy was found to be effective in reducing PONV

in children undergoing lower abdominal surgery.
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Antibiotics
Azithromycin mass drug administration

*** N Engl J Med. 2018 Apr 26;378(17):1583-1592. doi: 10.1056/NEJM0al715474.

Azithromycin to Reduce Childhood Mortality in Sub-Saharan Africa.
Keenan JD, Bailey RL, West SK, Arzika AM, Hart J, Weaver J, Kalua K, Mrango Z, Ray
KJ, Cook C, Lebas E, O'Brien KS, Emerson PM, Porco TC, Lietman TM; MORDOR Study

Group

BACKGROUND:

We hypothesized that mass distribution of a broad-spectrum antibiotic agent to

preschool children would reduce mortality in areas of sub-Saharan Africa that are currently far
from meeting the Sustainable Development Goals of the United Nations.

METHODS:

In this cluster-randomized trial, we assigned communities in Malawi, Niger, and Tanzania to
four twice-yearly mass distributions of either oral azithromycin (approximately 20 mg per
kilogram of body weight) or placebo. Children 1 to 59 months of age were identified in twice-
yearly censuses and were offered participation in the trial. Vital status was determined at
subsequent censuses. The primary outcome was aggregate all-cause mortality; country-specific
rates were assessed in prespecified subgroup analyses.

RESULTS:

A total of 1533 communities underwent randomization, 190,238 children were identified in the
census at baseline, and 323,302 person-years were monitored. The mean (£SD) azithromycin
and placebo coverage over the four twice-yearly distributions was 90.4+10.4%. The overall
annual mortality rate was 14.6 deaths per 1000 person-years in communities that received
azithromycin (9.1 in Malawi, 22.5 in Niger, and 5.4 in Tanzania) and 16.5 deaths per 1000
person-years in communities that received placebo (9.6 in Malawi, 27.5 in Niger, and 5.5 in
Tanzania). Mortality was 13.5% lower overall (95% confidence interval [Cl], 6.7 to 19.8) in
communities that received azithromycin than in communities that received placebo
(P<0.001); the rate was 5.7% lower in Malawi (95% CI, -9.7 to 18.9), 18.1% lower in Niger
(95% ClI, 10.0 to 25.5), and 3.4% lower in Tanzania (95% CI, -21.2 to 23.0). Children in the
age group of 1 to 5 months had the greatest effect from azithromycin (24.9% lower mortality
than that with placebo; 95% CI, 10.6 to 37.0). Serious adverse events occurring within a week
after administration of the trial drug or placebo were uncommon, and the rate did not differ
significantly between the groups. Evaluation of selection for antibiotic resistance is ongoing.
CONCLUSIONS:

Among postneonatal, preschool children in sub-Saharan Africa, childhood mortality was lower
in communities randomly assigned to mass distribution of azithromycin than in those assigned
to placebo, with the largest effect seen in Niger. Any implementation of a policy of mass
distribution would need to strongly consider the potential effect of such a strategy on antibiotic
resistance

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5849140/

Am J Trop Med Hyqg. 2017 Sep;97(3):696-701. doi: 10.4269/ajtmh.16-0487. Epub 2017 Jul 19.
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Mass Azithromycin and Malaria Parasitemia in Niger: Results from a
Community-Randomized Trial.

O'Brien KS, Cotter SY, Amza A, Kadri B, Nassirou B, Stoller NE, Zhou Z, Cotter C, West
SK, Bailey RL, Rosenthal PJ, Gaynor BD, Porco TC, Lietman TM.

Studies designed to determine the effects of mass administration of azithromycin on trachoma
have suggested that mass azithromycin distributions may also reduce the prevalence of malaria.
These studies have typically examined the impact of a small number of treatments over short
durations. In this prespecified substudy of a cluster-randomized trial for trachoma, we compared
malaria parasitemia prevalence in 24 communities in Niger randomized to receive either annual
or biannual mass azithromycin distributions over 3 years. The 12 communities randomized to
annual azithromycin received three treatments during the high-transmission season, and the 12
communities randomized to biannual azithromycin received a total of six treatments: three
during the high-transmission season and three during the low-transmission season. Blood
samples were taken to assess malariometric indices among children in all study communities at
a single time point during the high-transmission season after 3 years of the intervention. No
significant differences were identified in malaria parasitemia, parasite density, or
hemoglobin concentration between the annual and biannual treatment arms. When
compared with annual mass azithromycin alone, additional mass azithromycin distributions
given during the low-transmission season did not significantly reduce the subsequent prevalence
of malaria parasitemia or parasite density after 3 years, as measured during the high-
transmission season.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5590561/

Antibiotic resistance and stewardship

J Int AIDS Soc. 2017 Nov;20(3). doi: 10.1002/jia2.25021.
Cotrimoxazole prophylaxis was associated with enteric commensal bacterial
resistance among HIV-exposed infants in a randomized controlled trial,

Botswana.
Powis KM, Souda S, Lockman S, Ajibola G, Bennett K, Leidner J, Hughes MD, Moyo S, van
Widenfelt E, Jibril HB, Makhema J, Essex M, Shapiro RL.

INTRODUCTION:

Despite declining risk of vertical HIV transmission, prophylactic cotrimoxazole (CTX) remains
widely used to reduce morbidity and mortality in the event of HIV infection among exposed
infants, with an inherent risk of conferring commensal antimicrobial resistance. Using data from
a randomized, placebo-controlled trial of infant CTX prophylaxis, we sought to quantify
emergence of antibiotic resistance.

METHODS:

HIV-exposed uninfected infants enrolled in the Botswana Mpepu study

were randomized to prophylactic CTX or placebo between 14 and 34 days of life and
continued through 15 months. Stool samples were collected from a subset of participating
infants at randomization, three, and six months, and stored at -70°C prior to culture. Specimens
that grew Escherichia coli (E. coli) or Klebsiella species (Klebsiella spp.) underwent antibiotic
susceptibility testing by Kirby Bauer method using CTX (CTX 1.25/23.75 pg) and Amoxicillin
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(10 pg) in Mueller Hinton agar. Fisher's exact testing was used to compare prevalence of
resistance by randomization arm (CTX/placebo).

RESULTS AND DISCUSSION:

A total of 381 stool samples from 220 infants were cultured: 118 at randomization, 151 at three
months, and 112 at six-months. E. coli was isolated from 206 specimens and Klebsiella spp.
from 138 specimens. Resistance to CTX was common in both E. coli and Klebsiella spp. at the
randomization visit (52.2% and 37.7% respectively) and did not differ by study arm. E. Coli
isolates from CTX recipients at three and six months had 94.9% and 84.2% CTX
resistance, as compared with 51.4% and 57.5% CTX resistance in isolates from placebo
recipients (p=0.01). Klebsiella spp. isolates from CTX recipients had 79.0% and 68.8%
CTX resistance at three and six months, as compared with 19.1% and 14.3% in isolates
from placebo recipients (p<0.01).

CONCLUSIONS:

HIV-exposed infants randomized to CTX prophylaxis had increased CTX-resistant
commensal gastrointestinal bacteria compared with placebo recipients. Additional research
is needed to determine the longer-term clinical, microbiologic, and public health consequences
of antimicrobial resistance selected by infant CTX prophylaxis.

[Indexed for MEDLINE]

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5810322/

Lancet Glob Health. 2017 Dec;5(12):e1258-e1267. doi: 10.1016/S2214-109X(17)30383-2.
Epub 2017 Nov 5.

Effect of a training and educational intervention for physicians and
careqivers on antibiotic prescribing for upper respiratory tract infections
in children at primary care facilities in rural China: a cluster-

randomised controlled trial.
Wei X, Zhang Z, Walley JD, Hicks JP, Zeng J, Deng S, Zhou Y, Yin J, Newell JN, Sun Q, Zou
G, Guo Y, Upshur REG, Lin M.

BACKGROUND:

Inappropriate antibiotic prescribing contributes to the generation of drug resistance worldwide,
and is particularly common in China. We assessed the effectiveness of an antimicrobial
stewardship programme aiming to reduce inappropriate antibiotic prescribing in paediatric
outpatients by targeting providers and caregivers in primary care hospitals in rural China.
METHODS:

We did a pragmatic, cluster-randomised controlled trial with a 6-month intervention period.
Clusters were primary care township hospitals in two counties of Guangxi province in China,
which were randomly allocated to the intervention group or the control group (in a 1:1 ratio in
Rong county and in a 5:6 ratio in Liujiang county). Randomisation was stratified by county.
Eligible participants were childrenaged 2-14 years who attended a township hospital as an
outpatient and were given a prescription following a primary diagnosis of an upper respiratory
tract infection. The intervention included clinician guidelines and training on appropriate
prescribing, monthly prescribing peer-review meetings, and brief caregiver education. In
hospitals allocated to the control group, usual care was provided, with antibiotics prescribed at
the individual clinician's discretion. Patients were masked to their allocated treatment group but
doctors were not. The primary outcome was the antibiotic prescription rate in childrenattending
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the hospitals, defined as the cluster-level proportion of prescriptions for upper respiratory tract
infections in 2-14-year-old outpatients, issued during the final 3 months of the 6-month
intervention period (endline), that included one or more antibiotics. The outcome was based on
prescription records and analysed by modified intention-to-treat. This study is registered with
the ISRCTN registry, number ISRCTN14340536.

FINDINGS:

We recruited all 25 eligible township hospitals in the two counties (14 hospitals in Rong county
and 11 in Liujiang county), and randomly allocated 12 to the intervention group and 13 to the
control group. We implemented the intervention in three internal pilot clusters between July 1,
2015, and Dec 31, 2015, and in the remaining nine intervention clusters between Oct 1, 2016
and March 31, 2016. Between baseline (the 3 months before implementation of the intervention)
and endline (the final 3 months of the 6-month intervention period) the antibiotic prescription
rate at the individual level decreased from 82% (1936/2349) to 40% (943/2351) in the
intervention group, and from 75% (1922/2548) to 70% (1782/2552) in the control group. After
adjusting for the baseline antibiotic prescription rate, stratum (county), and potentially
confounding patient and prescribing doctor covariates, this endline difference between the
groups represented an intervention effect (absolute risk reduction in antibiotic prescribing) of -
29% (95% CI -42 to -16; p=0-0002).

INTERPRETATION:

In China's primary care setting, pragmatic interventions on antimicrobial stewardship targeting
providers and caregivers substantially reduced prescribing of antibiotics for childhood upper
respiratory tract infections.

https://www.thelancet.com/journals/langlo/article/P11S2214-109X(17)30383-2/fulltext

Asthma and chronic lung disease

Pediatr Emerg Care. 2018 Mar;34(3):160-164. doi: 10.1097/PEC.0000000000001184.
Montelukast Treatment of Acute Asthma Exacerbations in ChildrenAged 2 to

5 Years: A Randomized, Double-Blind, Placebo-ControlledTrial.
Wang X, Zhou J, Zhao X, Yi X.

BACKGROUND:

Although montelukast has an established role in the management of chronic asthma in children,
its efficacy in acute asthma exacerbations (AAES) in children aged 2 to 5 years is not fully
known. This study aimed to evaluate the effectiveness and safety of montelukast for treating
AAE in children aged 2 to 5 years in China.

METHODS:

In total, 120 Chinese children with AAE, aged 2 to 5 years, were randomly divided into 2
groups, each with 60 patients. All patients received either montelukast or placebo along with
standard therapy for acute asthma between January 2011 and December 2015. The outcome
measurements included the difference in peak expiratory flow and lung function improvements,
as well as adverse events.

RESULTS:

A total of 117 patients completed the study. Montelukast showed no greater effectiveness
than did placebo in increasing the peak expiratory flow during the period of hospital stay
(P=0.92 atday 2, P =0.86 at day 3, and P = 0.82 at day 4) and at discharge (P = 0.84).
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Similarly, the forced expiratory volume in 1 second at discharge also did not show
significant difference between the 2 groups (P = 0.80). In addition, no serious adverse events
were found during the intervention period of the study.

CONCLUSIONS:

The results of this study demonstrate no benefit of montelukast over placebo in the treatment of
AAE in a cohort of 2- to 5-year-old children.

Community health and health education

Lancet Glob Health. 2018 Mar;6(3):e330-e341. doi: 10.1016/S2214-109X(18)30004-4.
Effect of a mass radio campaign on family behaviours and child survival in

Burkina Faso: a repeated cross-sectional, cluster-randomised trial.
Sarrassat S, Meda N, Badolo H, Ouedraogo M, Some H, Bambara R, Murray J, Remes
P, Lavoie M, Cousens S, Head R.

BACKGROUND:

Media campaigns can potentially reach a large audience at relatively low cost but, to our
knowledge, no randomised controlled trials have assessed their effect on a health outcome in a
low-income country. We aimed to assess the effect of a radio campaign addressing family
behaviours on all-cause post-neonatal under-5 child mortality in rural Burkina Faso.
METHODS:

In this repeated cross-sectional, cluster randomised trial, clusters (distinct geographical areas in
rural Burkina Faso with at least 40 000 inhabitants) were selected by Development Media
International based on their high radio listenership (>60% of women listening to the radio in the
past week) and minimum distances between radio stations to exclude population-level
contamination. Clusters were randomly allocated to receive the intervention (a comprehensive
radio campaign) or control group (no radio media campaign). Household surveys were
performed at baseline (from December, 2011, to February, 2012), midline (in November, 2013,
and after 20 months of campaigning), and endline (from November, 2014, to March, 2015, after
32 months of campaigning). Primary analyses were done on an intention-to-treat basis, based on
cluster-level summaries and adjusted for imbalances between groups at baseline. The primary
outcome was all-cause post-neonatal under-5 child mortality. The trial was designed to detect a
20% reduction in the primary outcome with a power of 80%. Routine data from health facilities
were also analysed for evidence of changes in use and these data had high statistical power. The
indicators measured were new antenatal care attendances, facility deliveries, and under-5
consultations. This trial is registered with ClinicalTrial.gov, number NCT01517230.
FINDINGS:

The intervention ran from March, 2012, to January, 2015. 14 clusters were selected and
randomly assigned to the intervention group (n=7) or the control group (n=7). The average
number of villages included per cluster was 34 in the control group and 29 in the intervention
group. 2269 (82%) of 2784 women in the intervention group reported recognising the
campaign's radio spots at endline. Post-neonatal under-5 child mortality decreased from 93-3
to 58-5 per 1000 livebirths in the control group and from 125-1 to 85-1 per 1000 livebirths
in the intervention group. There was no evidence of an intervention effect (risk ratio 1-00,
95% CI 0-82-1-22; p>0-999). In the first year of the intervention, under-5 consultations
increased from 68 681 to 83 022 in the control group and from 79 852 to 111 758 in the
intervention group. The intervention effect using interrupted time-series analysis was 35% (95%
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Cl 20-51; p<0-0001). New antenatal care attendances decreased from 13 129 to 12 997 in the
control group and increased from 19 658 to 20 202 in the intervention group in the first year
(intervention effect 6%, 95% CI 2-10; p=0-004). Deliveries in health facilities decreased from
10 598 to 10 533 in the control group and increased from 12 155 to 12 902 in the intervention
group in the first year (intervention effect 7%, 95% CI 2-11; p=0-004).
INTERPRETATION:

A comprehensive radio campaign had no detectable effect on child mortality. Substantial
decreases in child mortality were observed in both groups over the intervention period, reducing
our ability to detect an effect. This, nevertheless, represents the first

randomised controlled trialto show that mass media alone can change health-seeking
behaviours.

https://www.nchi.nlm.nih.gov/pmc/articles/PMC5817351/

*** Pl 0S Med. 2017 Jul 5;14(7):e1002324. doi: 10.1371/journal.pmed.1002324. eCollection
2017 Jul.

Community health promotion and medical provision for neonatal health-
CHAMPION cluster randomised trial in Nagarkurnool district, Telangana

(formerly Andhra Pradesh), India.
Boone P, Eble A, Elbourne D, Frost C, Jayanty C, Lakshminarayana R, Mann V, Mukherjee
R, Piaggio G, Reddy P.

BACKGROUND:

In the mid-2000s, neonatal mortality accounted for almost 40% of deaths of children under 5
years worldwide, and constituted 65% of infant deaths in India. The neonatal mortality rate in
Andhra Pradesh was 44 per 1,000 live births, and was higher in the rural areas and tribal
regions, such as the Nagarkurnool division of Mahabubnagar district (which became
Nagarkurnool district in Telangana in 2014). The aim of the CHAMPION trial was to
investigate whether a package of interventions comprising community health promotion and
provision of health services (including outreach and facility-based care) could lead to a
reduction of the order of 25% in neonatal mortality.

METHODS AND FINDINGS:

The design was a trial in which villages (clusters) in Nagarkurnool with a population < 2,500
were randomised to the CHAMPION package of health interventions or to the control arm (in
which children aged 6-9 years were provided with educational interventions-the STRIPES trial).
A woman was eligible for the CHAMPION package if she was married and <50 years old,
neither she nor her husband had had a family planning operation, and she resided in

a trial village at the time of a baseline survey before randomisation or married into the village
after randomisation. The CHAMPION intervention package comprised community health
promotion (including health education via village health worker-led participatory
discussion groups) and provision of health services (including outreach, with mobile teams
providing antenatal check-ups, and facility-based care, with subsidised access to non-
public health centres [NPHCs]). Villages were stratified by travel time to the nearest NPHC
and tribal status, and randomised (1:1) within strata. The primary outcome was neonatal
mortality. Secondary outcomes included maternal mortality, causes of death, health knowledge,
health practices including health service usage, satisfaction with care, and costs. The baseline
survey (enumeration) was carried out between August and November 2007. After randomisation
on 18 February 2008, participants, data collectors, and data analysts were not masked to
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allocation. The intervention was initiated on 1 August 2008. After an inception period, the
assessment start date was 1 December 2008. The intervention ended on 31 May 2011, and data
collection was completed on 30 November 2011. Primary analyses followed the intention to
treat principle. In all, 14,137 women were enrolled in 232 control villages, and 15,532 in 232
intervention villages. Of these, 4,885 control women had 5,474 eligible pregnancies and gave
birth to 4,998 eligible children. The corresponding numbers in intervention villages were 5,664
women, 6,351 pregnancies, and 5,798 children. Of the live-born babies, 343 (6.9%0) in the
control arm and 303 (5.2%) in the intervention arm died in their first 28 days of life (risk
ratio 0.76, 95% CI 0.64 to 0.90, p = 0.0018; risk difference -1.59%, 95% CI -2.63% to -
0.54%), suggesting that there were 92 fewer deaths (95% CI 31 to 152) as a result of the
intervention. There were 9 (0.16%) maternal deaths in the control arm compared to 13 (0.20%)
in the intervention arm (risk ratio 1.24, 95% CI1 0.53 to 2.90, p = 0.6176; 1 death was reported as
a serious adverse event). There was evidence of improved health knowledge and health practices
including health service usage in the intervention arm compared to the control arm. Women in
the intervention arm were more likely to rate their delivery and postnatal care as good or very
good. The total cost of the CHAMPION interventions was US$1,084,955 ($11,769 per life
saved, 95% CI $7,115 to $34,653). The main limitations of the study included that it could not
be masked post-randomisation and that fetal losses were not divided into stillbirths and
miscarriages because gestational age was not reliably reported.

CONCLUSIONS:

The CHAMPION trial showed that a package of interventions addressing health knowledge
and health seeking behaviour, buttressing existing health services, and contracting out
important areas of maternal and child healthcare led to a reduction in neonatal mortality
of almost the hypothesized 25% in small villages in an Indian state with high mortality
rates. The intervention can be strongly justified in much of rural India, and is of potential use in
other similar settings. Ongoing changes in maternal and child health programmes make it
imperative that a similar intervention that establishes ties between the community and health
facilities is tested in different settings.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5497957/

Child protection and family violence

Child Abuse Negl. 2017 Oct;72:338-351. doi: 10.1016/j.chiabu.2017.08.014. Epub 2017 Sep 4.
Randomized controlled trial of a parenting program to reduce the risk

of child maltreatment in South Africa.
Lachman JM, Cluver L, Ward CL, Hutchings J, Mlotshwa S, Wessels |, Gardner F.

Parenting programs in high-income countries have been shown to reduce the risk

of child maltreatment. However, there is limited evidence of their effectiveness in low- and
middle-income countries. The objective of this study was to examine the initial effects of a
parenting program in reducing the risk of child maltreatment in highly-deprived and vulnerable
communities in Cape Town, South Africa. Low-income parents (N=68) with children aged three
to eight years were randomly assigned to either a group-based parenting program or a wait-list
control group. Observational and parent-report assessments were taken at baseline and at
immediate post-test after the intervention was delivered. Primary outcomes were parent-report
and observational assessments of harsh parenting, positive parenting, and child behavior
problems. Secondary outcomes were parent-report assessments of parental depression, parenting
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stress, and social support. Results indicated moderate treatment effects for increased frequency
of parent-report of positive parenting (d=0.63) and observational assessments of parent-

child play (d=0.57). Observational assessments also found moderate negative treatment effects
for less frequent positive child behavior (d=-0.56). This study is the first randomized controlled
trial design to rigorously test the effectiveness of a parenting program on reducing the risk

of childmaltreatment in sub-Saharan Africa using both observational and self-report
assessments. Results provide preliminary evidence of effectiveness of reducing the risk

of child maltreatment by improving positive parenting behavior. Further development is
required to strengthen program components regarding child behavior management and
nonviolent discipline strategies. Future research would benefit from a larger trial with sufficient
power to determine program effectiveness.

Public Health Nutr. 2017 Oct;20(15):2810-2818. doi: 10.1017/S1368980017001136. Epub 2017
Jun 29.

Breast-feeding counselling mitigates the negative association of domestic
violence on exclusive breast-feeding duration in rural Bangladesh. The

MINIMat randomized trial.
Frith AL, Ziaei S, Naved RT, Khan Al, Kabir I, Ekstrom EC.

OBJECTIVE:

To determine if exclusive breast-feeding counselling modifies the association of experience of
any lifetime or specific forms of domestic violence (DV) on duration of exclusive breast-feeding
(EBF).

DESIGN:

In the MINIMat trial pregnant women were randomized to receive either usual health messages
(UHM) or usual health messages with breast-feeding counselling (BFC) in eight visits. During
pregnancy (30 weeks), lifetime experience of any or specific forms of DV was

measured. Infant feeding practice information was collected from 0 to 6 months at 15 d
intervals.

SETTING:

Matlab, Bangladesh.

SUBJECTS:

Pregnant and postpartum women (n 3186) and their infants.

RESULTS:

Among women in the UHM group, those who had experienced any lifetime DV exclusively
breast-fed for a shorter duration than women who did not experience any lifetime DV (P=0-02).
There was no difference, however, in duration of EBF among women in the BFC group based
on their experience of any lifetime DV exposure (P=0-48). Using Cox regression analysis, there
was an interaction of exposure to any lifetime DV, sexual violence and controlling behaviour,
and counselling group with duration of breast-feeding at or before 6 months (P-
interaction<0-08). Among the UHM group, experience of any lifetime DV, sexual violence or
controlling behaviour was associated with fewer days of EBF (P<0-05). In contrast, among the
BFC group, experience of DV was not associated with duration of EBF.

CONCLUSIONS:

The experience of DV compromises EBF and the support of breast-feeding counselling
programmes could assist this vulnerable group towards better infant feeding practices.
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J Adolesc Health. 2018 Jan;62(1S):S6-S14. doi: 10.1016/j.jadohealth.2017.07.007.
Integrating Economic Strengthening and Family Coaching to Reduce Work-

Related Health Hazards Among Children of Poor Households: Burkina Faso.
Karimli L, Rost L, Ismayilova L.

PURPOSE:

This is the first randomized controlled trial in Burkina Faso testing the effect of economic
strengthening alone and in combination with family coaching on child's hazardous work and
work-related health outcomes. The study also tests the association between different forms of
hazardous work and child's health outcomes.

METHODS:

A total of 360 households from 12 villages participated in the study. Villages were randomly
assigned to three study arms: economic intervention alone, economic intervention integrated
with family coaching, and control. In each household, one female caregiver and one child aged
10-15 years were interviewed. Data were collected at baseline, 12 months, and 24 months. We
ran multilevel mixed-effects models that account for both within-individual correlation over
time and clustering of subjects within villages.

RESULTS:

Compared with the control group, at 24 months, children in the integrated arm experienced
significant reduction in exposure to hazardous work and some forms of hazards and
abuse. Results for children in the economic strengthening-only arm were more modest. In most
cases, child's health was significantly associated not with specific forms of work per se, but
with child's exposure to hazards and abuse while doing this form of work. We found no
significant effect of intervention on child's work-related health.

CONCLUSIONS:

Economic strengthening combined with family coaching on child protection issues, rather
than implemented alone, may be more effective in reducing child's exposure to hazardous
work. Additional research is needed to understand gender differences and causal links between
different forms of child work and health hazards.

Glob Ment Health (Camb). 2017 Oct 2;4:e18. doi: 10.1017/gmh.2017.10. eCollection 2017.
Testing the effectiveness of a transdiagnostic treatment approach in reducing
violence and alcohol abuse among families in Zambia: study protocol of the

Violence and Alcohol Treatment (VATU) trial.
Kane JC, Skavenski Van WyK S, Murray SM, Bolton P, Melendez F, Danielson
CK, Chimponda P, Munthali S, Murray LK.

BACKGROUND:

Violence against women and girls (VAWG) is an urgent global health problem. Root causes for
VAWSG include the individual- and family-level factors of alcohol abuse, mental health
problems, violence exposure, and related adverse experiences. Few studies in low- and middle-
income countries (LMIC) have assessed the effectiveness of psychological interventions for
reducing VAWG. This randomized controlled trial, part of the What Works to Prevent Violence
Against Women and Girlsconsortium, examines the effectiveness of a common elements
treatment approach (CETA) for reducing VAWG and comorbid alcohol abuse among families in
Zambia.
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METHODS/DESIGN:

Study participants are families consisting of three persons: an adult woman, her male husband or
partner, and one of her children aged 8-17 (if available). Eligibility criteria include experience of
moderate-to-severe intimate partner violence by the woman and hazardous alcohol use by her
male partner. Family units are randomized to receive CETA or treatment as usual. The primary
outcome is VAWG as measured by the Severity of Violence Against Women Scale, assessed
along with secondary outcomes at 24 months post-baseline. Interim assessments are also
conducted at 4-5 months (following CETA completion) and 12 months post-baseline.
CONCLUSIONS:

This ongoing trial is one of the first in sub-Saharan Africa to evaluate the use of an evidence-
based common elements approach for reducing VAWG by targeting a range of individual- and
family-level factors, including alcohol abuse. Results of this trial will inform policy on what
interventions work to prevent VAWG in LMIC with local perspectives on scale up and wider
implementation.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5719477/

Child Abuse Negl. 2017 Sep;71:80-91. doi: 10.1016/j.chiabu.2017.04.019. Epub 2017 May 12.
A randomized controlled trial of an intervention program to Brazilian

mothers who use corporal punishment.
Santini PM, Williams LCA.

This study evaluated a positive parenting program to Brazilian mothers who used corporal
punishment with their children. The intervention was conducted in four agencies serving
vulnerable children, and at a home replica laboratory at the University. Mothers who admitted
using corporal punishment were randomly assigned between experimental (n=20) and
control group (n=20). The program consisted of 12 individual sessions using one unit from
Projeto Parceria (Partnership Project), with specific guidelines and materials on positive
parenting, followed by observational sessions of mother-child interaction with live coaching and
a video feedback session in the lab. The study used an equivalent group experimental design
with pre/post-test and follow-up, in randomized controlled trials. Measures involved: Initial
Interview; Strengths and Difficulties Questionnaire (SDQ) - parent and child versions; Beck
Depression Inventory (BDI); observational sessions with a protocol; and a Program Evaluation
by participants. Analysis of mixed models for repeated measures revealed significant positive
effects on the BDI and SDQ total scores, as well as less Conduct problems and Hyperactivity in
SDQ measures from the experimental group mothers, comparing pre with post-test.
Observational data also indicated significant improvement in positive interaction from the
experimental group mothers at post-test, in comparison with controls. No significant results
were found, however, in children's observational measures. Limitations of the study involved
using a restricted sample, among others. Implications for future research are suggested.

Prev Sci. 2017 Oct;18(7):865-878. doi: 10.1007/s11121-016-0727-3.
The Effects of Musical Training on Child Development:

a RandomizedTrial of El Sistema in Venezuela.
Aleman X, Duryea S, Guerra NG, McEwan PJ, Mufioz R, Stampini M, Williamson AA.
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Many studies have explored the links between music and children's outcomes; however, study
designs have not been sufficiently rigorous to support causal findings. This study aims to assess
the effects of a large-scale music program on children’s developmental functioning in the
context of high rates of exposure to violence. The paper describes the results of an experimental
evaluation of Venezuela's National System of Youth and Children's Orchestras. The curriculum
of the program, better known as "El Sistema," emphasizes social interactions through group
instruction and group performances. The randomized control trial was conducted in 16 music
centers between May 2012 and November 2013. In total, 2914 children ages 6-14 participated in
the experiment, with approximately half receiving an offer of admission to the program in
September 2012 and half in September 2013. The treatment group children participated for
one semester more than the control group children. After 1 year, full-sample ITT
estimates indicate improved self-control (by 0.10 standard deviations) and reduced
behavioral difficulties (by 0.08 standard deviations), both significant at 10% after
controlling for multiple hypothesis testing. There were no full-sample effects on other
domains. Sub-sample effects are larger among (1) children with less-educated mothers and (2)
boys, especially those exposed to violence at baseline. In the latter subgroup, we find lower
levels of aggressive behavior. We find that the program improved self-control and reduced
behavioral difficulties, with the effects concentrated among subgroups of

vulnerable children. The results suggest the importance of devising mechanisms to target
resources to the most vulnerable children.
https://www.ncbi.nlm.nih.gov/pmc/articlessPMC5602103/

Dengue
(see Vaccines - dengue)

Development, cerebral palsy and mental health
(See also: School health programs; and Nutrition — micronutrients; Adolescent health)

BMC Pediatr. 2018 Feb 5;18(1):29. doi: 10.1186/s12887-018-1023-0.
Effects of home-based play-assisted stimulation on developmental
performances of children living in extreme poverty: a randomized single-

blind controlled trial.
Worku BN, Abessa TG, Wondafrash M, Lemmens J, Valy J, Bruckers L, Kolsteren P, Granitzer
M.

BACKGROUND:

Children living with foster families in a resource-limited setting such as Ethiopia are at risk of
developmental problems. It is not yet clear whether intensive home-based developmental
stimulation assisted by play can reduce these problems. The main objective of this study was to
examine the effects of play-assisted intervention integrated into basic services on the
developmental performance of children living with foster families in extreme poverty.
METHODS:

A randomized single-blind (investigator) controlled trial design was used. The study was
conducted in Jimma, South West Ethiopia. Using computer-generated codes, eligible children of
3-59 months in age were randomly allocated to intervention (n = 39) and control (n = 39) groups
at a 1:1 ratio. Children in the intervention group received home-based play-assisted stimulation
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in addition to the basic services provided to children in both groups. The intervention
consisted of an hour of play stimulation conducted during a weekly home visit over the
course of six months. Personal-social, language, fine and gross motor outcomes were assessed
using Denver I1-Jimma, and social-emotional outcome was obtained using an adapted Ages and
Stages Questionnaire: Social-Emotional (ASQ: SE). Information about sociodemographic
characteristics was collected using a structured questionnaire. Anthropometric methods were
used to determine nutritional status. The effects of the intervention on the abovementioned
outcomes over the study period and group differences in change over time were examined using
Generalized Estimating Equations (GEE).

RESULTS:

Statistically significant intervention effects were found for language (P = 0.0014), personal-
social (P =0.0087) and social-emotional (P < 0.0001) performances. At the midline of the
study, language (effect size = 0.34) and social-emotional (effect size = - 0.603) benefits from the
play-assisted stimulation had already been observed for the children in the intervention group.
For language, the intervention effect depended on the child's sex (P =0.0100) and for personal-
social performance, on family income (P =0.0300).

CONCLUSIONS:

Intensive home-based play-assisted stimulation reduced the developmental problems

of children in foster families in the context of extreme poverty. Longer follow-up may reveal
further improvements in the developmental performance of the children.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5800292/

Prev Sci. 2017 Nov;18(8):964-975. doi: 10.1007/s11121-017-0822-0.
Transportability of an Evidence-Based Early Childhood Intervention in a
Low-Income African Country: Results of a Cluster Randomized

Controlled Study.
Huang KY, Nakigudde J, Rhule D, Gumikiriza-Onoria JL, Abura G, Kolawole B, Ndyanabangi
S, Kim S, Seidman E, Ogedegbe G, Brotman LM.

Children in Sub-Saharan Africa (SSA) are burdened by significant unmet mental health needs.
Despite the successes of numerous school-based interventions for promoting child mental
health, most evidence-based interventions (EBIs) are not available in SSA. This study
investigated the implementation quality and effectiveness of one component of an EBI from

a developed country (USA) in a SSA country (Uganda). The EBI component, Professional
Development, was provided by trained Ugandan mental health professionals to Ugandan
primary school teachers. It included large-group experiential training and small-group coaching
to introduce and support a range of evidence-based practices (EBPs) to create nurturing and
predictable classroom experiences. The study was guided by the Consolidated Framework for
Implementation Research, the Teacher Training Implementation Model, and the RE-AIM
evaluation framework. Effectiveness outcomes were studied using a cluster randomized design,
in which 10 schools were randomized to intervention and wait-list control conditions. A total of
79 early childhood teachers participated. Teacher knowledge and the use of EBPs were assessed
at baseline and immediately post-intervention (4-5 months later). A sample of 154 parents was
randomly selected to report on child behavior at baseline and post-intervention. Linear mixed
effect modeling was applied to examine effectiveness outcomes. Findings support the feasibility
of training Ugandan mental health professionals to provide Professional Development for
Ugandan teachers. Professional Development was delivered with high levels of fidelity and
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resulted in improved teacher EBP knowledge and the use of EBPs in the classroom,
and child social competence.

J Child Adolesc Ment Health. 2017 Sep;29(2):147-167. doi: 10.2989/17280583.2017.1372285.
Attention-training with children from socioeconomically disadvantaged

backgrounds in Cape Town.
Schrieff-Elson LE, Ockhuizen JH, During G, Thomas KGF.

OBJECTIVE:

Attention is a core process underlying competence in higher-order cognitive abilities. Previous
research suggests that healthy children from low socioeconomic status (SES) backgrounds
perform poorly, relative to those from higher SES backgrounds, on tasks assessing attentional
abilities. In this pilot study, we investigated the effects of an attention-training intervention on
task performance in low-SES children.

METHOD:

We conducted a quasi-controlled trial with stratified randomisation, using a pre-test/ post-test
design. Participants were low-SES children aged 7-13 years. Each was assigned to either an
intervention group, a play control group, or a test-only control group (n =5 per group). We
implemented a ten-week manualised cognitive rehabilitation program, Pay Attention!,
administering standardised tests of attention, working memory, and inhibition before and after
the intervention. Between- and within-group analyses and Reliable Change Index statistics
evaluated differences in scores from pre- to post-intervention.

RESULTS:

Analyses detected no notable between-group differences at either pre- or post-intervention
testing. However, on tests of selective attention, attentional control, and inhibition, there were
significant within-group and positive individual reliable changes exclusive to the intervention-
group participants.

CONCLUSIONS:

Given the variability in our findings, more research needs be conducted with a larger sample to
determine, with greater rigour, the efficacy of the intervention within samples of

healthy children from low-SES backgrounds.

J Dev Behav Pediatr. 2017 Nov/Dec;38(9):753-764. doi: 10.1097/DBP.0000000000000510.
Effect of Caregiver Training on the Neurodevelopment of HIV-Exposed
Uninfected Children and Caregiver Mental Health: A Ugandan Cluster-

Randomized Controlled Trial.
Boivin MJ, Nakasujja N, Familiar-Lopez I, Murray SM, Sikorskii A, Awadu J, Shohet C, Givon
D, Ruisefior-Escudero H, Schut EE, Opoka RO, Bass JK.

OBJECTIVE:

Early childhood development programs typically combine healthy nutrition and cognitive
stimulation in an integrated model. We separately delivered these 2 components in a cluster-
randomized controlled trial to evaluate their comparative effectiveness in promoting
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healthy child development and caregiver mental health. This is the first study to do so for HIV-
affected children and their infected mothers.

METHODS:

Two hundred twenty-one HIV-exposed but uninfected child (2-3 years old) and caregiver dyads
in 18 geographic clusters in Eastern Uganda were randomized by cluster to receive biweekly
individualized sessions of either (1) Mediational Intervention for Sensitizing Caregivers
(MISC) training emphasizing cognitive stimulation or (2) Uganda Community Based
Association for Child Welfare (UCOBAC) program that delivered health and nutrition
training. Children were evaluated at baseline, 6 months, 1 year (training conclusion), and 1-year
posttraining with the Mullen Scales of Early Learning (MSEL), the Color-Object Association
Test for memory, the Early Childhood Vigilance Test of attention, and the Behavior Rating
Inventory of Executive Function (BRIEF-parent). The Caldwell Home Observation for the
Measurement of the Environment (HOME) was completed by observers to gauge caregiving
quality after training. Caregiver depression/anxiety (Hopkins Symptom Checklist-25) and
functionality (list of activities of daily living) were also evaluated. Data collectors were blinded
to trial arm assignment.

RESULTS:

Mediational Intervention for Sensitizing Caregivers resulted in significantly better quality of
caregiving compared with UCOBAC midintervention with an adjusted mean difference
(MadjDiff) of 2.34 (95% confidence interval [CI]: 1.54-3.15, p < .01), postintervention
(MadjDiff = 2.43, 95% CI: 1.61-3.25, p < .01), and at 1-year follow-up (MadjDiff = 2.07, 95%
Cl: 1.23-2.90, p < .01). MISC caregivers reported more problems on the BRIEF for their child at
1-year posttraining only (p < .01). Caregiving quality (HOME) was significantly correlated with
MSEL composite performance 1-year posttraining for both the MISC and the

UCOBAC trial arms. Likewise, physical growth was significantly related to childdevelopment
outcomes even though it did not differ between trial arms.

CONCLUSION:

Even though MISC demonstrated an advantage of improving caregiving quality, it did not
produce better child cognitive outcomes compared with health and nutrition training.

Matern Child Nutr. 2018 Jan;14(1). doi: 10.1111/mcn.12468. Epub 2017 Jun 6.
Influences of early child nutritional status and home learning environment

on child development in Vietnam.
Nguyen PH, DiGirolamo AM, Gonzalez-Casanova I, Young M, Kim N, Nguyen S, Martorell
R, Ramakrishnan U.

Early childhood development plays a key role in a child's future health, educational success, and
economic status. However, suboptimal early development remains a global challenge. This
study examines the influences of quality of the home learning environment (HOME)

and child stunting in the first year of life on child development. We used data collected from

a randomized controlled trial of preconceptional micronutrient supplementation in Vietnam

(n =1,458). The Bayley Scales of Infant Development-111 were used to assess cognition,
language, and motor development domains at 2 years. At 1 year, 14% of children were stunted,
and 15%, 58%, and 28% of children lived in poor, medium, and high HOME environments,
respectively. In multivariate generalized linear regression models, living in a high HOME
environment was significantly associated with higher scores (0.10 to 0.13 SD) in each of the
developmental domains. Stunted children scored significantly lower for cognitive, language, and
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motor development (-0.11 to -0.18), compared to nonstunted children. The negative associations
between stunting on development were modified by HOME; the associations were strong
among children living in homes with a poor learning environment whereas they were
nonsignificant for those living in high-quality learning environments. In

conclusion, child stunting the first year of life was negatively associated with child development
at 2 years among children in Vietnam, but a high-quality HOME appeared to attenuate these
associations. Early interventions aimed at improving early child growth as well as providing a
stimulating home environment are critical to ensure optimal child development.
https://onlinelibrary.wiley.com/doi/full/10.1111/mcn.12468

Prev Sci. 2017 Oct;18(7):793-803. doi: 10.1007/s11121-016-0728-2.
Improving Mental Health Outcomes of Burmese Migrant and
Displaced Children in Thailand: a Community-Based Randomized

Controlled Trial of a Parenting and Family Skills Intervention.
Annan J, Sim A, Puffer ES, Salhi C, Betancourt TS.

The negative effects of displacement and poverty on child mental health are well-known, yet
research on prevention interventions in low- and middle-income countries, especially fragile
states, remains limited. We examined the effectiveness of a parenting skills intervention on
mental health outcomes among Burmese migrant and displaced children living in 20
communities in Thailand. Participants were primary caregivers and children aged 7 to 15 years
(n=479 families). Families were randomly assigned to receive an adapted version of the
Strengthening Families Program (n =240) or a wait-list control condition (n =239).
Assessments were conducted at baseline and 1-month post-intervention for both conditions and
at 6 months for treatment group only. One month after the program, children in the
treatment condition showed significant reductions in externalizing problems (caregiver
effect size (ES) -0.22, p =0.02; child report ES -0.11, p = 0.02) and child attention problems
compared with controls (caregiver report ES -0.23, p = 0.03). There was no significant
treatment effect on children's internalizing problems (ES -0.06; p=0.31). Children reported a
significant increase in prosocial protective factors relative to controls (ES 0.20, p<0.01).
Results suggest that an evidence-based parenting skills intervention adapted for a
displaced and migrant Burmese population facing high levels of adversity can have
positive effects on children’s externalizing symptoms and protective psychosocial factors.

Prev Sci. 2017 Oct;18(7):762-771. doi: 10.1007/s11121-016-0721-9.
Preliminary Effectiveness Study of Coping Power Program for

Aqgaressive Children in Pakistan.
Mushtaq A, Lochman JE, Tariq PN, Sabih F.

Aggression is a characteristic feature of many psychiatric disorders. To address the scarceness
for evidence-based interventions for behavioral problems in Pakistan, we evaluated the
effectiveness of culturally adapted version of Coping Power Program. The purpose of the study
was to determine the extent to which Coping Power Program is capable of reducing aggressive
behavior and improving competent behavior, when delivered in a different culture, i.e., Pakistan.
With randomized control trial(RCT) of pre- and post-testing, 112 fourth grade boys were
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allocated to Coping Power intervention condition and waitlist control condition. The
intervention group showed significant reduction in aggression at post assessment, in comparison
to control group. Boys who received Coping Power intervention also showed improvements in
behavior, social skills, and social cognitive processes, with better anger control and problem
solving strategies, in comparison to the control group. The results of the study provide
preliminary evidence, supporting the effectiveness of Coping Power Program for

Pakistani children. Despite its limitations, the results of this study are promising and suggest that
Coping Power is an effective intervention to reduce behavioral problems and promote healthy
and positive behaviors in children, even when implemented in different contexts with greater
potential for violence exposure.

Res Rep Trop Med. 2018 May 24;9:89-93. doi: 10.2147/RRTM.S145209. eCollection 2018.
Nodding syndrome: recent insights into etiology, pathophysiology, and

treatment.
Mwaka AD, Semakula JR, Abbo C, Idro R.

Nodding syndrome is an enigmatic neuropsychiatric and epileptiform disorder associated with
psychomotor, mental, and physical growth retardation. The disorder affects otherwise previously
normal children aged 3-18 years, with a slight preponderance for the male child. Nodding
syndrome has been described in rural regions of some low-income countries in sub-

Saharan Africa including northern Uganda, South Sudan, and a mountainous region of southern
Tanzania. The cause of the disorder has hitherto eluded scientists. Neuroimaging studies show
involvement of the nervous system with associated severe cortical atrophy in the

affected children. The affected communities have generated a number of perceived causes
including some conspiracy theories related to intentional poisoning of water sources and foods,
and causes related to fumes and chemicals from ammunitions used during civil wars in the
affected regions. From biomedical perspectives, the treatment of the affected children is geared
towards symptoms control and rehabilitation. There is evidence that seizures and behavioral
problems including wandering and episodes of aggressions are controllable with
anticonvulsants, especially sodium valproate and antipsychotics. No treatments have proven
effective in reversing the course of the disorder, and cure remains a distant goal. Community
members have used indigenous medicines, cleansing rituals, and prayer interventions, but have
not perceived any reasonable improvements. A randomized controlled clinical trial is ongoing in
northern Uganda to test the efficacy and effectiveness of doxycycline in the treatment of
nodding syndrome. The hypothesis underlying the doxycycline trialunderscores the role of
antigenic mimicry: that antibodies generated against an antigen of a microorganism that resides
inside the black fly-transmitted parasite, Onchocerca volvulus becomes directed against nervous
tissue in the brain. This paper reviews some of the recent advances in researches on the
etiologies, pathophysiology, and treatment of nodding syndrome.

Alcohol Clin Exp Res. 2018 Jul;42(7):1327-1341. doi: 10.1111/acer.13769. Epub 2018 Jun 15.
Efficacy of Maternal Choline Supplementation During Pregnancy in
Mitigating Adverse Effects of Prenatal Alcohol Exposure on Growth and
Cognitive Function: A Randomized, Double-Blind, Placebo-
ControlledClinical Trial.
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Jacobson SW, Carter RC, Molteno CD, Stanton ME, Herbert JS, Lindinger NM, Lewis
CE, Dodge NC, Hoyme HE, Zeisel SH, Meintjes EM, Duggan CP, Jacobson JL.

BACKGROUND:

We recently demonstrated the acceptability and feasibility of a randomized, double-blind
choline supplementation intervention for heavy drinking women during pregnancy. In this
study, we report our results relating to the efficacy of this intervention in mitigating adverse
effects of prenatal alcohol exposure (PAE) on infant growth and cognitive function.
METHODS:

Sixty-nine Cape Coloured (mixed ancestry) heavy drinkers in Cape Town, South Africa,
recruited in mid-pregnancy, were randomly assigned to receive a daily oral dose of either 2 g
of choline or placebo from time of enrollment until delivery. Each dose consisted of an
individually wrapped packet of powder that, when mixed with water, produced a sweet tasting
grape-flavored drink. The primary outcome, eyeblink conditioning (EBC), was assessed at

6.5 months. Somatic growth was measured at birth, 6.5, and 12 months, recognition memory
and processing speed on the Fagan Test of Infantintelligence, at 6.5 and 12 months.
RESULTS:

Infants born to choline-treated mothers were more likely to meet criterion for conditioning on
EBC than the placebo group. Moreover, within the choline arm, degree of maternal adherence to
the supplementation protocol strongly predicted EBC performance. Both groups were small at
birth, but choline-treated infants showed considerable catch-up growth in weight and head
circumference at 6.5 and 12 months. At 12 months, the infants in the choline treatment arm had
higher novelty preference scores, indicating better visual recognition memory.
CONCLUSIONS:

This exploratory study is the first to provide evidence that a high dose of choline administered
early in pregnancy can mitigate adverse effects of heavy PAE on EBC, postnatal growth, and
cognition in human infants. These findings are consistent with studies of alcohol-exposed
animals that have demonstrated beneficial effects of choline supplementation on classical
conditioning, learning, and memory.

Alcohol Clin Exp Res. 2018 Jul;42(7):1315-1326. doi: 10.1111/acer.13768. Epub 2018 Jun 13.
Feasibility and Acceptability of Maternal Choline Supplementation in Heavy
Drinking Pregnant Women: A Randomized, Double-Blind, Placebo-

Controlled Clinical Trial.
Jacobson SW, Carter RC, Molteno CD, Meintjes EM, Senekal MS, Lindinger NM, Dodge
NC, Zeisel SH, Duggan CP, Jacobson JL.

BACKGROUND:

Choline, an essential nutrient, serves as a methyl-group donor for DNA methylation and is a
constituent of the neurotransmitter acetylcholine and a precursor to major components of cell
membranes. Findings from animal studies suggest that choline supplementation during
pregnancy can mitigate adverse effects of prenatal alcohol exposure on growth and
neurocognitive function. We conducted a randomized, double-blind exploratory trial to examine
feasibility and acceptability of a choline supplementation intervention during pregnancy.
METHODS:

Seventy heavy drinkers, recruited in mid-pregnancy, were randomly assigned to receive a
daily oral dose of 2 g of choline or a placebo from time of enrollment until delivery. Each
dose consisted of an individually wrapped packet of powder that, when mixed with water,
produced a sweet tasting grape-flavored drink. Adherence was assessed by collecting used and
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unused drink packets on a monthly basis and tabulating the number used. Side effects were
assessed in monthly interviews. Blood samples obtained at enrollment and at 4 and 12 weeks
after randomization were assayed for plasma choline concentration.

RESULTS:

Adherence was good-to-excellent (median doses taken = 74.0%; interquartile range = 53.9 to
88.7%) and was not related to a range of sociodemographic characteristics or to alcohol
consumption ascertained using a timeline follow-back interview. By 4 weeks, plasma choline
concentrations were significantly higher in the choline supplementation than the placebo arm,
and this group difference continued to be evident at 12 weeks. The only side effect was a small
increase in nausea/dyspepsia. No effects were seen for diarrhea, vomiting, muscle stiffness,
blood pressure, or body odor changes.

CONCLUSIONS:

This study demonstrated that a choline supplementation program with very heavy drinkers
during pregnancy is feasible even among highly disadvantaged, poorly educated women. The
broad acceptability of this intervention is indicated by our finding that adherence was not related
to maternal education, intellectual function, depression, nutritional status, or alcohol use

Psychiatry Res. 2017 Aug;254:151-157. doi: 10.1016/j.psychres.2017.04.033. Epub 2017 Apr
21.

Transgenerational trauma in a post-conflict setting: Effects on offspring

PTSS/PTSD and offspring vulnerability in Cambodian families.
Burchert S, Stammel N, Knaevelsrud C.

We assessed transgenerational effects of maternal traumatic exposure, posttraumatic stress
symptoms and posttraumatic stress disorder on trauma-related symptoms in Cambodian
offspring born after the genocidal Khmer Rouge Regime. We conducted a randomized cross-
sectional study. N=378 mothers from 4 provinces of the country and one of each of their grown-
up children were interviewed. Lifetime traumatic exposure was determined using a context-
adapted event list. Present posttraumatic stress symptoms and a potential posttraumatic stress
disorder were assessed using the civilian version of the Posttraumatic Stress Disorder Checklist.
We found no indication of transgenerational effects that were directly related to maternal
traumatic exposure, posttraumatic stress symptoms or posttraumatic stress disorder. Instead, a
gender-specific moderating effect was found. Individual traumatic exposure had a stronger
effect on posttraumatic stress symptoms in daughters, the higher the mother's lifetime traumatic
exposure. There is evidence of an interaction between lifetime traumatic exposure of mothers
and their offspring that can be interpreted as an increased vulnerability to symptoms of
posttraumatic stress in daughters. The mechanisms of transgenerational trauma in the
Cambodian context require further research, as learning from previous conflicts will be
instructive when addressing the pressing humanitarian needs of today's world.

Matern Child Nutr. 2018 May 17:e12621. doi: 10.1111/mcn.12621. [Epub ahead of print]
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Maternal depressive symptoms are negatively associated with child growth

and development: Evidence from rural India.
Nguyen PH, Friedman J, Kak M, Menon P, Alderman H.

Maternal depression has been suggested as a risk factor for both poor child growth and
development in many low- and middle-income countries, but the validity of many studies is
hindered by small sample sizes, varying cut-offs used in depression diagnostics, and incomplete
control of confounding factors. This study examines the association between maternal
depressive symptoms (MDSs) and child physical growth and cognitive development in Madhya
Pradesh, India, where poverty, malnutrition, and poor mental health coexist. Data were from a
baseline household survey (n = 2,934) of a randomized controlled trial assessing an

early childhood development programme. Multivariate linear and logistic regression analyses
were conducted, adjusting for socio-economic factors to avoid confounding the association of
mental health and child outcomes. MDS (measured using the Center for Epidemiologic Studies
Short Depression Scale) was categorized as low, medium, and high in 47%, 42%, and 10% of
mothers, respectively. The prevalence of child developmental delay ranged from 16% to 27%
for various development domains. Compared with children of mothers with low MDS, those of
high MDS mothers had lower height-for-age, weight-for-age, and weight-for-height z-scores
(0.22, 0.21, and 0.15, respectively), a higher rate of stunting and underweight (~1.5 times), and
higher rate of developmental delay (partial adjusted odds ratio ranged from 1.3-1.8 for different
development domains and fully adjusted odds ratio = 1.4 for fine motor). Our results-that MDS
is significantly associated with both child undernutrition and development delay-add to the call
for practical interventions to address maternal depression to simultaneously address multiple
outcomes for both women and children.

Indian J Pediatr. 2018 Jul 25. doi: 10.1007/s12098-018-2747-4. [Epub ahead of print]
Home-based Sensory Interventions in Children with Autism Spectrum

Disorder: A Randomized Controlled Trial.
Padmanabha H, Singhi P, Sahu JK, Malhi P.

OBJECTIVES:

To determine the feasibility and efficacy of home-based sensory interventions in childrenwith
Autism spectrum disorder (ASD) with sensory processing abnormalities.

METHODS:

This was a 12-wk, parallel group, pilot, randomized controlled trial. During the study-period,
185 children with ASD between 3-12 y of age, with sensory processing abnormalities were
screened for eligibility. Twenty-one children were randomly assigned to the sensory-
intervention group and 19 to the standard-therapy group. Sensory-intervention group
received home-based sensory interventions by the parents/caregivers plus standard
therapy; standard-therapy group received speech therapy by the speech pathologists and
applied behavior analysis by the child psychologist.

RESULTS:

The mean change in scores at baseline and 12 wk into intervention showed that children in
sensory-intervention group (Mean =9.33, SD =3.52) scored significantly better on Parent Rated
10-item Likert Scale (PRILS-10), as compared to standard-therapy group (Mean = 2.47,

SD =1.46), t(36)=8.16, p<0.001; d =2.54. Marked improvement was noted especially in
reduction of hyperactivity, motor-stereotypies and auditory sensitivity in those who underwent
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sensory interventions. The mean change in scores in sensory-intervention group

on Children's Global Assessment Scale (CGAS) (Mean=-9.19, SD=2.33, p<0.011; d=-1.75)
and Pediatric Quality of Life Inventory 4.0 (PedsQL™) (M =-10.53, SD=5.34, p=0.008; d =-
0.88) showed significant difference in the sensory-intervention group as compared to standard-

therapy group. Overall, there was 32.3%, 18.1% and 15.8% improvement on PRILS-10, CGAS
and PedsQL ™ respectively in sensory-intervention group.

CONCLUSIONS:

The present findings suggest that home-based sensory interventions are feasible in a developing
country and are suggested to have a beneficial role in ASD.

Diarrhoea

(See also: Vaccines and immunization - Rotavirus vaccine, Hygiene and Environmental health,
Malnutrition, Dengue, Nutrition - Environmental enteric dysfunction)

Treatment of diarrhoea

J Pediatr Gastroenterol Nutr. 2017 Dec;65(6):621-626. doi: 10.1097/MPG.0000000000001609.
Randomized Double-blind Trial of Ringer Lactate VVersus Normal Saline in

Pediatric Acute Severe Diarrheal Dehydration.
Kartha GB, Rameshkumar R, Mahadevan S.

OBJECTIVE:

The aim of this study was to compare the effectiveness of Ringer lactate (RL) versus normal
saline (NS) in the correction of pediatric acute severe diarrheal dehydration, as measured by
improvement in clinical status and pH (=7.35).

METHODS:

A total of 68 children ages 1 month to 12 years with acute severe diarrheal dehydration (World
Health Organization [WHOY] classification) were randomized into RL (n=34) and NS groups
(n=34) and received 100mL/kg of the assigned intravenous fluid according to WHO PLAN-C
for the management of diarrheal dehydration. The primary outcome was an improvement in
clinical status and pH (>7.35) at the end of 6 hours. Secondary outcomes were changes in
serum electrolytes, renal and blood gas parameters, the volume of fluid required for dehydration
correction excluding the first cycle, time to start oral feeding, hospital stay, and cost-
effectiveness analysis.

RESULTS:

Primary outcome was achieved in 38% versus 23% (relative risk=1.63, 95% confidence
interval 0.80-3.40) in RL and NS groups, respectively. No significant differences were
observed in secondary outcomes in electrolytes, renal, and blood gas parameters. None required
second cycle of dehydration correction. Median (interquartile range) time to start oral feeding
(1.0 [0.19-2.0] vs 1.5 [0.5-2.0] hours) and hospital stay (2.0 [1.0-2.0] vs 2.0 [2.0-2.0] days) was
similar. The median total cost was higher in RL than NS group ((Equation is included in full-
text article.)120 [(Equation is included in full-text article.)120-(Equation is included in full-text
article.)180] vs (Equation is included in full-text article.)55 [(Equation is included in full-text
article.)55-(Equation is included in full-text article.)82], P<0.001).

CONCLUSION:

In pediatric acute severe diarrheal dehydration, resuscitation with RL and NS was associated
with similar clinical improvement and biochemical resolution. Hence, NS is to be considered as
the fluid of choice because of the clinical improvement, cost, and availability.
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PLoS One. 2018 Mar 27;13(3):€0193035. doi: 10.1371/journal.pone.0193035. eCollection 2018.
Determinants of delay in timely treatment seeking for diarrheal diseases
among mothers with under-five children in central Ethiopia: A case control

study.
Degefa G, Gebreslassie M, Meles KG, Jackson R.

BACKGROUND:

Delays in seeking timely appropriate care contributes to a large number of deaths from diarrhea
in children. This study aimed to identify determinants of delays in seeking timely treatment by
mothers/caregivers of under-five children with diarrheal diseases.

METHODS:

We used an unmatched case-control study from February-March 2017 among 316 children: 158
cases and 158 controls. Cases were mothers/caregivers with under-five children who had
signs/symptoms of diarrhea and sought treatment after 24 hours onset of symptom. Controls
sought treatment within 24 hours. Field workers collected data using a pre-tested standardized
questionnaire. Multivariate logistic regression was conducted to identify determinants of delay
in timely diarrhea treatment seeking. Statistical significance was declared by using a p-
value<0.05 and 95% of confidence interval (CI) for an adjusted-odds ratio (AOR).

RESULTS:

The determinants of delay in timely treatment seeking of mothers/caregivers of under-

five children with diarrheal diseases were children <24 months (AOR = 1.9,95%Cl:1.1-3.4); fail
to attend school (AOR = 2.4, 95%CI:1.2-4.6); being female children (AOR = 1.7,95%CI:1.05-
2.9); preferring government health facility for the treatment of children with diarrheal diseases
(AOR = 2.9, 95%Cl, 1.3-6.7); lack of past history taking children to health facility and lack of
counseling (AOR = 4.8, 95%CI:2.0-12.1); being in the15-25 years age (AOR = 1.7, 95%CI:1.1-
3.0) and taking children to a health facility as a first response to diarrhea (AOR = 0.1,
95%CI:0.01-0.8).

CONCLUSIONS:

Age of the child, maternal age, and disease related determinants were determinants for seeking
timely treatment to diarrheal diseases. Providing skilled based health education and counseling
to mothers/caregivers on seeking timely treatment and taking children with diarrheal diseases to
a health facility as a first response to diarrhea is a paramount intervention to reduce morbidity
and mortality of children.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5870934/

J Integr Med. 2017 Sep;15(5):365-372. doi: 10.1016/52095-4964(17)60344-3.
Effects of rhubarb (Rheum ribes L.) syrup on dysenteric diarrhea

in children: a randomized, double-blind, placebo-controlled trial.
Khiveh A, Hashempur MH, Shakiba M, Lotfi MH, Shakeri A, Kazemeini S, Mousavi Z, Jabbari
M, Kamalinejad M, Emtiazy M.

BACKGROUND:
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Rheum ribes L. is a plant native to China, Iran, Turkey, India, and a few other countries.
Antidiarrheal activity is considered to be one of its important properties according to various
systems of traditional medicine. An increasing rate of bacterial resistance to antibiotics has led
to treatment failure in some cases of shigellosis in children, and underlines a need for safe,
efficient and valid options.

OBJECTIVE:

The purpose of this study is to evaluate the efficacy of R. ribes syrup as a complementary
medicine for treatment of shigellosis in children.

DESIGN, SETTING, PARTICIPANTS AND INTERVENTIONS:

This randomized, double-blind, placebo-controlled trial started with a group of

150 children aged between 12-72 months with suspected Shigella dysentery. R. ribes syrup
or placebo syrup was administered to the intervention and control groups, respectively for
5 days. In addition, the standard antibiotic treatment (ceftriaxone for the first 3 days and
cefixime syrup for 2 further days) was administered to both groups.

MAIN OUTCOME MEASURES:

Body temperature, abdominal pain, need for antipyretics, defecation frequency, stool volume
and consistency and microscopic stool examination were recorded as outcome measures. Any
observed adverse effects were also recorded.

RESULTS:

Mean duration of fever and diarrhea in the R. ribes group was significantly lower than
that in the placebo group (P = 0.016 and 0.001, respectively). In addition, patients in the R.
ribes group showed shorter duration of need for antipyretics and shorter duration of abdominal
pain (P = 0.012 and 0.001, respectively). However, there were no significant differences
between the two groups regarding the microscopic stool analyses. Furthermore, no adverse
effect was reported.

CONCLUSION:

R. ribes syrup can be recommended as a complementary treatment for children with
Shigella dysentery.

Pediatr Infect Dis J. 2018 Jan;37(1):35-42. doi: 10.1097/INF.0000000000001712.
A Double-blind, Randomized, Placebo-controlled Trial of Lactobacillus
acidophilus for the Treatment of Acute Watery Diarrhea in

Vietnamese Children.

Hong Chau TT, Minh Chau NN, Hoang Le NT, Chung The H, Voong Vinh P, Nguyen To
NT, Ngoc NM, Tuan HM, Chau Ngoc TL, Kolader ME, Farrar JJ, Wolbers M, Thwaites
GE, Baker S; Oxford-Vietnam Probiotics Study Group.

BACKGROUND:

Probiotics are the most frequently prescribed treatment for children hospitalized with diarrhea in
Vietnam. We were uncertain of the benefits of probiotics for the treatment of acute watery
diarrhea in Vietnamese children.

METHODS:

We conducted a double-blind, placebo-controlled, randomized trial of children hospitalized with
acute watery diarrhea in Vietnam. Children meeting the inclusion criteria (acute watery
diarrhea) were randomized to receive either 2 daily oral doses of 2 x 10 CFUs of a local
probiotic containing Lactobacillus acidophilus or placebo for 5 days as an adjunct to
standard of care. The primary end point was time from the first dose of study medication to the
start of the first 24-hour period without diarrhea. Secondary outcomes included the total
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duration of diarrhea and hospitalization, daily stool frequency, treatment failure, daily fecal
concentrations of rotavirus and norovirus, and Lactobacillus colonization.

RESULTS:

One hundred and fifty children were randomized into each study group. The median time from
the first dose of study medication to the start of the first 24-hour diarrhea-free period was
43 hours (interquartile range, 15-66 hours) in the placebo group and 35 hours
(interquartile range, 20-68 hours) in the probiotic group (acceleration factor 1.09 [95%
confidence interval, 0.78-1.51]; P = 0.62). There was also no evidence that probiotic treatment
was efficacious in any of the predefined subgroups nor significantly associated with any
secondary end point.

CONCLUSIONS:

This was a large double-blind, placebo-controlled trial in which the probiotic underwent
longitudinal quality control. We found under these conditions that L. acidophilus was not
beneficial in treating children with acute watery diarrhea.

Nutrients. 2017 Aug 16;9(8). pii: E887. doi: 10.3390/nu9080887.
The Efficacy of Bifidobacterium longum BORI and Lactobacillus acidophilus

ADO031 Probiotic Treatment in Infants with Rotavirus Infection.
Park MS, Kwon B, Ku S, Ji GE.

A total of 57 infants hospitalized with rotavirus disease were included in this study.

The children were randomly divided into the study’s two treatment groups: three days of
the oral administration of (i) a probiotics formula containing both Bifidobacterium
longum BORI and Lactobacillus acidophilus AD031 (N = 28); or (ii) a placebo (probiotic-
free skim milk, N = 29) and the standard therapy for diarrhea. There were no differences in
age, sex, or blood characteristics between the two groups. When the 57 cases completed the
protocol, the duration of the patients’ diarrhea was significantly shorter in the probiotics
group (4.38 £ 1.29, N = 28) than the placebo group (5.61 £ 1.23, N = 29), with a p-value of
0.001. Symptoms such as duration of fever (p = 0.119), frequency of diarrhea (p = 0.119), and
frequency of vomiting (p = 0.331) tended to be ameliorated by the probiotic treatment; however,
differences were not statistically significant between the two groups. There were no serious,
adverse events and no differences in the frequency of adverse events in both groups.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5579680/

Asia Pac J Clin Nutr. 2018;27(3):512-518. doi: 10.6133/apjcn.082017.05.
Pancreatic enzyme replacement therapy (PERT) in children with persistent

diarrhea: avoidance of elemental diet need, accessibility and costs.
Widodo AD, Setiabudy R, Timan IS, Bardosono S, Winarta W, Firmansyah A.

BACKGROUND AND OBJECTIVES:

Persistent diarrhea has been proven to cause pancreatic exocrine insufficiency, due to decreased
stimulation to the pancreas caused by prolonged mucosal injury. Pancreatic enzyme replacement
therapy (PERT) given in conjunction to regular treatment is thought to be beneficial in replacing
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this pancreatic enzyme deficiency, avoiding the need of elemental diet. This study aims to
evaluate the benefit of PERT in children with persistent diarrhea.

METHODS AND STUDY DESIGN:

This is a randomized, two double-blind parallel group, placebo-controlled clinical trial to
evaluate the effects of pancreatic enzyme supplementation in persistent

diarrhea. Children age 6-60 months were recruited from pediatric inpatient and outpatient units
of five hospitals in Jakarta. Subjects was randomly assigned to either pancreatic enzyme 8371
USP unit of lipase or placebo, 3 times daily for 1 month, as an adjunctive therapy to standard
treatment. Subjects were then reevaluated at 2 weeks and 4 weeks interval after administration
of enzyme or placebo. Variables observed were length of diarrhea after the start of intervention,
change in serum prealbumin, and change in FE-1 between week 0 and week 4.

RESULTS:

Pan-creatic enzyme supplementation shortens the length of diarrhea by 7 days in the
intervention group compared to placebo (p=0.019). Serum prealbumin and FE-1 shows trend
that favors the intervention group, although not sta-tistically significant (p>0.05).
CONCLUSION:

PERT is clinically effective in reducing the length of diarrhea, thus minimizing the need,
accessibility and costs of an elemental diet.

http://apjcn.nhri.org.tw/server/APJCN/27/3/512.pdf

PLoS One. 2017 Oct 9;12(10):e0185177. doi: 10.1371/journal.pone.0185177. eCollection 2017.
Rapid enteric testing to permit targeted antimicrobial therapy, with and
without Lactobacillus reuteri probiotics, for paediatric acute diarrhoeal

disease in Botswana: A pilot, randomized, factorial, controlled trial.
Pernica JM, Steenhoff AP, Mokomane M, Moorad B, Lechiile K, Smieja M, Mazhani L, Cheng
J, Kelly MS, Loeb M, Stordal K, Goldfarb DM.

INTRODUCTION:

Diarrhoeal disease is the second-leading cause of death in young children. Current guidelines
recommend treating children with acute non-bloody diarrhea with oral rehydration solutions and
zinc, but not antimicrobials. However, in many resource-limited settings, infections with
treatable enteric bacterial and protozoan pathogens are common. Probiotics have shown promise
as an adjunct treatment for diarrhoea but have not been studied in sub-Saharan Africa.
METHODS:

We conducted a pilot, factorial, randomized, placebo-controlled trial of children aged 2-60
months hospitalized in Botswana for acute non-bloody diarrhoea. A rapid test-and-treat
intervention, consisting of multiplex PCR testing of rectal swabs taken at enrolment,
accompanied by targeted antimicrobial therapy if treatable pathogens were detected, was
compared to the reference standard of no stool testing. Additionally, Lactobacillus reuteri DSM
17938 x 60 days was compared to placebo treatment. The main objective of this pilot study was
to assess feasibility. The primary clinical outcome was the increase in age-standardized height
(HAZ) at 60 days adjusted for baseline HAZ.

RESULTS:

Seventy-six patients were enrolled over a seven-month study period. We judged that the
recruitment rate, lab processing times, communication protocols, provision of specific
antimicrobials, and follow-up rates were acceptable. Compared to the reference arm (no stool
testing and placebo treatment), the combination of the rapid test-and-treat strategy plus L. reuteri
DSM 17938 was associated with an increase of 0.61 HAZ (95% CI 0.09-1.13) and 93% lower
odds of recurrent diarrhoea (OR 0.07, 95%CI 0.01-0.61) at 60 days.

54


http://apjcn.nhri.org.tw/server/APJCN/27/3/512.pdf
https://www.ncbi.nlm.nih.gov/pubmed
https://www.ncbi.nlm.nih.gov/pubmed/28991918
https://www.ncbi.nlm.nih.gov/pubmed/28991918
https://www.ncbi.nlm.nih.gov/pubmed/28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pernica%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Steenhoff%20AP%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mokomane%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Moorad%20B%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lechiile%20K%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Smieja%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mazhani%20L%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheng%20J%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheng%20J%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kelly%20MS%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Loeb%20M%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stordal%20K%5BAuthor%5D&cauthor=true&cauthor_uid=28991918
https://www.ncbi.nlm.nih.gov/pubmed/?term=Goldfarb%20DM%5BAuthor%5D&cauthor=true&cauthor_uid=28991918

Randomised trials in child health in developing countries 2017-18

DISCUSSION:

We demonstrated that it was feasible to evaluate the study interventions in Botswana. Despite
the small sample size, we observed a statistically significant increase in HAZ at 60 days and
significantly lower odds of recurrent diarrhoea in children receiving both rapid test-and-treat and
L. reuteri. There is sufficient evidence to warrant proceeding with a larger follow-up trial in a
similar setting.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5633142/

Diarrhoea prevention
(also see Hygiene and Environmental health; Water, Sanitation and Hygiene)

Lancet Glob Health. 2017 Jul;5(7):699-e709. doi: 10.1016/S2214-109X(17)30217-6.
Effect of community health clubs on child diarrhoea in western Rwanda:

cluster-randomised controlled trial.
Sinharoy SS, Schmidt WP, Wendt R, Mfura L, Crossett E, Grépin KA, Jack W, Rwabufigiri
BN, Habyarimana J, Clasen T.

BACKGROUND:

Community health clubs are multi-session village-level gatherings led by trained facilitators and
designed to promote healthy behaviours mainly related to water, sanitation, and hygiene. They
have been implemented in several African and Asian countries but have never been evaluated
rigorously. We aimed to evaluate the effect of two versions of the community health club model
on child health and nutrition outcomes.

METHODS:

We did a cluster-randomised trial in Rusizi district, western Rwanda. We defined villages as
clusters. We assessed villages for eligibility then randomly selected 150 for the study using a
simple random sampling routine in Stata. We stratified villages by wealth index and by the
proportion of children younger than 2 years with caregiver-reported diarrhoea within the past 7
days. We randomly allocated these villages to three study groups: no intervention (control;
n=50), eight community health club sessions (Lite intervention; n=50), or 20 community
health club sessions (Classic intervention; n=50). Households in these villages were enrolled
in 2013 for a baseline survey, then re-enrolled in 2015 for an endline survey. The primary
outcome was caregiver-reported diarrhoea within the previous 7 days in children younger than 5
years. Analysis was by intention to treat and per protocol. This trial is registered with
ClinicalTrials.gov, number NCT01836731.

FINDINGS:

At the baseline survey undertaken between May, 2013, and August, 2013, 8734 households
with children younger than 5 years of age were enrolled. At the endline survey undertaken
between Sept 21, 2015, and Dec 22, 2015, 7934 (91%) of the households were re-enrolled.
Among children younger than 5 years, the prevalence of caregiver-reported diarrhoea in
the previous 7 days was 514 (14%b) of 3616 assigned the control, 453 (14%0) of 3196
allocated the L.ite intervention (prevalence ratio compared with control 0-97, 95% CI 0-81-
1-16; p=0-74), and 495 (14%) of 3464 assigned the Classic intervention (prevalence ratio
compared with control 0-99, 0-85-1-15; p=0-87).

INTERPRETATION:

Community health clubs, in this setting in western Rwanda, had no effect on caregiver-reported
diarrhoea among children younger than 5 years. Our results question the value of implementing
this intervention at scale for the aim of achieving health gains.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5561270/

Cholera

Health Educ Behav. 2017 Aug;44(4):613-625. doi: 10.1177/1090198116683141. Epub 2017 Jan
10.

Psychosocial Factors Mediating the Effect of the CHoBI7 Intervention on
Handwashing With Soap: A Randomized Controlled Trial.

George CM, Biswas S, Jung D, Perin J, Parvin T, Monira S, Saif-Ur-Rahman KM, Rashid

MU, Bhuyian SI, Thomas ED, Dreibelbis R, Begum F, Zohura F, Zhang X, Sack DA, Alam

M, Sack RB, Leontsini E, Winch PJ.

Inadequate hand hygiene is estimated to result in nearly 300,000 deaths annually, with the
majority of deaths being among children younger than 5 years. In an effort to promote
handwashing with soap and water treatment behaviors among highly susceptible household
members of cholera patients, we recently developed the Cholera-Hospital-Based Intervention-
for-7-Days (CHoBI7); chobi means picture in Bengali. This 1-week handwashing with soap
and water treatment intervention is delivered by a promoter in the hospital and the home to
cholera patients and their household members. In our randomized controlled trial of this
intervention, we observed a significant reduction in symptomatic cholera infections during
the 1-week intervention period compared to the control arm and sustained high uptake of
observed handwashing with soap behaviors up to 12 months postintervention. The aim of
the present study was to assess the underlying mechanism of change that led to the high
handwashing with soap behavior observed among participants who received the CHoBI7
intervention. Handwashing with soap was measured using 5-hour structured observation, and
psychosocial factors were assessed using a structured questionnaire among 170 intervention and
174 control household members enrolled in the CHoBI7 trial. To investigate potential mediators
of the CHoBI7 intervention effect, mediation models were performed. Response efficacy was
found to mediate the intervention's effect on habit formation for handwashing with soap at
the 1-week follow-up, and disgust, convenience, and cholera awareness were mediators of
habit maintenance at the 6- to 12-month follow-up. These results support the use of theory-
driven approaches for the development and implementation of handwashing with soap
interventions.

Vaccine. 2017 Sep 5;35(37):5043-5049. doi: 10.1016/j.vaccine.2017.07.021. Epub 2017 Jul 29.
Socioeconomic risk factors for cholera in different transmission settings: An

analysis of the data of a cluster randomized trial in Bangladesh.
Saha A, Hayen A, Ali M, Rosewell A, Clemens JD, Raina MacIntyre C, Qadri F.

BACKGROUND:
Cholera remains a threat globally, and socioeconomic factors play an important role in
transmission of the disease. We assessed socioeconomic risk factors for cholera in vaccinated
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and non-vaccinated communities to understand whether the socioeconomic risk factors differ by
transmission patterns for cholera.

METHODS:

We used data from a cluster randomized control trial conducted in Dhaka, Bangladesh. There
were 90 geographic clusters; 30 in each of the three arms of the study: vaccine (VAC), vaccine
plus behavioural change (VBC), and non-intervention. The data were analysed for the three
populations: (1) vaccinees in the vaccinated communities (VAC and VBC arms), (2) non-
vaccinated individuals in the vaccinated communities and (3) all individuals in the non-
vaccinated communities (non-intervention arm). A generalized estimating equation with logit
link function was used to evaluate the risk factors for cholera among these different populations
adjusting for household level correlation in the data.

RESULTS:

A total of 528 cholera and 226 cholera with severe dehydration (CSD) in 268,896 persons were
observed during the two-year follow-up. For population 1, the cholera risk was not associated
with any socioeconomic factors; however CSD was less likely to occur among individuals living
in a household having <4 members (aOR=0.55, 95% CI=0.32-0.96). Among population 2,
younger participants and individuals reporting diarrhoea during registration were more likely to
have cholera. Females and individuals reporting diarrhoea during registration were at increased
risk of CSD. Among population 3, individuals living in a household without a concrete floor, in
an area with high population density, closer to the study hospital, or not treating drinking water
were at significantly higher risk for both cholera and CSD.

CONCLUSION:

The profile of socioeconomic factors associated with cholera varies by individuals' vaccination
status as well as the transmission setting. In a vaccinated community where transmission would
be expected to be lower, socioeconomic factors may not increase the risk of the disease.

Water quality and purification

Am J Trop Med Hyqg. 2017 Dec;97(6):1867-1871. doi: 10.4269/ajtmh.17-0387. Epub 2017 Oct
12.

Effectiveness of the Hydrogen Sulfide Test as a Water Quality Indicator for

Diarrhea Risk in Rural Bangladesh.
Islam M, Ercumen A, Naser AM, Unicomb L, Rahman M, Arnold BF, Colford JM Jr, Luby SP.

Microbiological water quality is usually assessed by the identification of Escherichia coli (E.
coli), a fecal indicator. The hydrogen sulfide (H2S) test is an inexpensive, easy-to-use, and
portable alternative field-based water quality test. Our study evaluated the H2S test's
effectiveness as a water quality indicator for diarrhea risk. Field workers collected stored
drinking water samples for H.S analysis and detection of E. coli by membrane filtration and
measured caregiver-reported diarrhea among children < 5 years in the same households 1 month
later. We assessed the association between the H2S test (incubated for 24 hours and 48 hours)
and diarrhea prevalence, with 2-day and 7-day symptom recall periods (N = 1,348). We
determined the sensitivity, specificity, and positive and negative predictive value (PPV, NPV) of
the H,S test compared with E. coli (N = 525). Controlling for potentially confounding
covariates, H>S-positive water (at 24 or 48 hours) was not associated with 2-day diarrhea
prevalence (24-hour prevalence ratio [PR] = 1.03, 95% confidence interval [CI]: 0.63-1.69; 48-
hour PR =0.89, 95% CI: 0.58-1.38) or 7-day diarrhea prevalence (24-hour PR = 1.17, 95% CI:
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0.76-1.78; 48-hour PR = 1.21, 95% CI: 0.81-1.80). The sensitivity, PPV, and NPV of the H,S
test was significantly higher when the HS test was incubated for 48 versus 24 hours whereas
specificity showed the opposite trend. HS test sensitivity, PPV, and NPV increased with
increasing E. coli levels, consistent with previous evidence that the HS test is a useful water
quality tool in high-contamination settings. However, our results suggest that the H»S test is not
an effective indicator for waterborne diarrhea.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5805062/

Ear disease and hearing loss

BMJ Open. 2017 Oct 11;7(10):e016457. doi: 10.1136/bmjopen-2017-016457.
Feasibility and acceptability of training community health workers in ear and

hearing care in Malawi: a cluster randomised controlled trial.
Mulwafu W, Kuper H, Viste A, Goplen FK.

OBJECTIVE:

To assess the feasibility and acceptability of training community health workers (CHWS) in ear
and hearing care, and their ability to identify patients with ear and hearing disorders.

DESIGN:

Cluster randomised controlled trial (RCT).

SETTING:

Health centres in Thyolo district, Malawi.

PARTICIPANTS:

Ten health centres participated, 5 intervention (29 CHWSs) and 5 control (28 CHWSs).
INTERVENTION:

Intervention CHWs received 3 days of training in primary ear and hearing care, while among
control CHWs, training was delayed for 6 months. Both groups were given a pretest that
assessed knowledge about ear and hearing care, only the intervention group was given the
posttest on the third day of training. The intervention group was given 1 month to identify
patients with ear and hearing disorders in their communities, and these people were screened for
hearing disorders by ear, nose and throat clinical specialists.

OUTCOME MEASURES:

Primary outcome measure was improvement in knowledge of ear and hearing care among
CHWs after the training. Secondary outcome measures were number of patients with ear or
hearing disorders identified by CHWs and number recorded at health centres during routine
activities, and the perceived feasibility and acceptability of the intervention.

RESULTS:

The average overall correct answers increased from 55% to 68% (95% CI 65 to 71) in the
intervention group (p<0.001). A total of 1739 patients with potential ear and hearing disorders
were identified by CHWSs and 860 patients attended the screening camps, of whom 400 had
hearing loss (73 patients determined through bilateral fail on otoacoustic emissions, 327 patients
through audiometry). Where cause could be determined, the most common cause of ear and
hearing disorders was chronic suppurative otitis media followed by impacted wax. The
intervention was perceived as feasible and acceptable to implement.

CONCLUSIONS:
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Training was effective in improving the knowledge of CHW in ear and hearing care in Malawi
and allowing them to identify patients with ear and hearing disorders. This intervention could be
scaled up to other CHWs in low-income and middle-income countries.

https://www.nchi.nlm.nih.gov/pmc/articles/PMC5652500/

Ebola and viral haemorrhagic fever
(See Vaccines - Ebola vaccine)

Endocrine disorders and bone health
Diabetes

J Clin Diagn Res. 2017 Sep;11(9):SC15-SC17. doi: 10.7860/JCDR/2017/27321.10645. Epub
2017 Sep 1.

Does Vitamin D Supplementation Improve Glycaemic Control
In Children With Type 1 Diabetes Mellitus? - A Randomized Controlled

Trial.
Sharma S, Biswal N, Bethou A, Rajappa M, Kumar S, Vinayagam V.

INTRODUCTION:

Vitamin D endocrine system is a potential immune system modulator and has been implicated in
the pathogenesis of several autoimmune diseases including Type 1 Diabetes Mellitus (T1DM).
Studies have demonstrated an inverse risk relationship between T1DM and Vitamin D levels
and also, shown a reduced risk of the disease with its supplementation.

AlIM:

To evaluate the role of Vitamin D as an adjuvant in improving glycaemic control and residual
pancreatic beta-cell function. Primary outcome was the mean change in HbAlc levels over a
period of six months.

MATERIALS AND METHODS:

This double-blinded randomized controlled trial was done in a tertiary care hospital,

Southern India and included 52 children aged 1-18 years with TIDM, with 26 participants each
in the intervention and standard of care arm. Oral Vitamin D therapy was administered once
a month for six months in addition to insulin in intervention arm while only insulin was
continued for other arm. Plasma HbA1c, serum 25-Hydroxy vitamin D (250HD), insulin dose
and C-peptide were measured at baseline and repeated after 6 months.

RESULTS:

Prevalence of Vitamin D deficiency was as high as 63.5% i.e., 33 of total 52 children with
T1DM. The mean C-peptide levels were significantly high in intervention arm as compared to
standard of care after six months. However, there was no significant difference in HbAlc, and
insulin requirement at six months between the two groups. No adverse events due to Vitamin D
therapy were noted.

CONCLUSION:

Oral Vitamin D may serve as an adjuvant to insulin therapy for children with TLDM by
augmenting residual beta-cell function and improving insulin secretion. However, a significant
decrease in HbAlc level and requirement for exogenous insulin was not achieved in our study.
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5713820/

J Diet Suppl. 2018 Jun 29:1-11. doi: 10.1080/19390211.2018.1470123. [Epub ahead of print]
Effect of Antioxidant Supplementation on Total Antioxidant Status in

Indian Children with Type 1 Diabetes.
Parthasarathy L, Khadilkar V, Chiplonkar S, Khadilkar A.

Hyperglycemia results in the overproduction of free oxygen radicals that impair the endogenous
antioxidant defenses. A randomized controlled trial was conducted to compare the effect of

3 months of antioxidant supplementation in the form of foods rich in micronutrients with
pharmacological supplement on total antioxidant status of Indian children with type 1
diabetes. Ninety children with diabetes (mean age 11.5 + 3.6 yrs, 37 boys) were randomly
allocated to three groups: Group 1 (n = 31) = DM controls; Group 2 (n = 30) =
multimicronutrient syrup; and Group 3 (n = 29) = dietary supplements (nine snack recipes
rich in micronutrients). They received intervention for 3 months. Healthy controls were
enrolled from local schools. Fasting blood was tested for total antioxidant status (TAS) and
glycosylated hemoglobin (HbA1C). Children with diabetes had lower TAS (0.70£0.2vs. 1 +
0.24 mmol/Il, p = .0001) compared to healthy controls. Anthropometric and biochemical
parameters were similar at baseline for all groups of diabetic children. Group 1 showed
significant deterioration in TAS at endline (0.72 £ 0.16 vs. 0.60 = 0.17 mmol/l, p = .008).
Increase in TAS recorded in Group 2 was from 0.66 + 0.21 to 0.70 + 0.16 mmol/l and in Group
3 was from 0.68 to 0.73 mmol/Il. There was a significant difference between Group 1 and Group
3 for percentage change in TAS (-13% vs. 16%, p = .035). Postsupplementation there was an
increase in TAS values in children with diabetes, but they were still lower than in healthy
controls. Indian diabetic children have compromised antioxidant status, which may be improved
by incorporation of multimicronutrient-rich recipes in their diets.

J Crit Care. 2018 Feb;43:340-345. doi: 10.1016/j.jcrc.2017.09.175. Epub 2017 Sep 22.
A randomized controlled trial of one bag vs. two bag system of fluid delivery

in children with diabetic ketoacidosis: Experience from a developing country.
Dhochak N, Jayashree M, Singhi S.

PURPOSE:

To compare one vs. two bag system with respect to blood glucose variability (BGV), time for
resolution of acidosis and incidence of hypoglycemia, hypokalemia, and cerebral edema

in children with diabetic ketoacidosis (DKA).

MATERIAL AND METHODS:

In an open labelled randomized controlled trial, thirty consecutive patients <12years with DKA
were randomized to either one (n=15) or two bag (n=15) system of intravenous fluid delivery.
The two bags had similar electrolyte but differing dextrose concentration (none vs. 12.5%) and
changing the rate of fluid, delivered different dextrose concentrations. BGV was primary
outcome while hypoglycemia (blood glucose, BG<50mg/dL), hypokalemia (serum
potassium<3.5mEg/L), time to resolution of acidosis and cerebral edema were secondary
outcomes.

RESULTS:
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The one and two bag systems had similar BGV parameters; median hourly absolute BG change
(mg/dL) [44 (30-74.5) vs. 36 (31-49); p=0.54], mean of standard deviation of BG measurements
[65.1 (25.1) vs. 65.5 (26.8); p=0.96] and median number of undesirable events (hourly blood
sugar change >50mg/dL) [4.5 (1.75-6.0) vs. 5.0 (3.0-8.0); p=0.31]. The incidence of
hypoglycemia [42.9% (n=6) vs. 26.7% (n=4); p=0.45] and hypokalemia [64% (n=9) vs. 67%
(n=10); p=0.23], and mean (SD) time to resolution of acidosis [20.3 (14.8) and 20.3 (7.0);
p=0.59] were similar in both the groups. None had cerebral edema.

CONCLUSIONS:

The one and two bag systems were similar to each other with respect to BGV, incidence of
complications and time to resolution of acidosis.

Bone health

Indian Pediatr. 2018 Feb 15;55(2):115-120. Epub 2017 Dec 14.
Assisted Physical Exercise for Improving Bone Strength in Preterm Infants

Less than 35 Weeks Gestation: A Randomized Controlled Trial.
Shaw SC, Sankar MJ, Thukral A, Natarajan CK, Deorari AK, Paul VK, Agarwal R.

OBJECTIVE:

To compare the efficacy of daily assisted physical exercise (starting from one week of postnatal
age) on bone strength at 40 weeks of post menstrual age to no intervention in infants born
between 27 and 34 weeks of gestation.

DESIGN:

Open-label randomized controlled trial.

SETTING:

Tertiary-care teaching hospital in northern India from 16 May, 2013 to 21 November, 2013.
PARTICIPANTS:

50 preterm neonates randomized to Exercise group (n=26) or Control group (n=24).
INTERVENTION:

Neonates in Exercise group underwent one session of physical exercise daily from one week of
age, which included range-of-motion exercises with gentle compression, flexion and extension
of all the extremities with movements at each joint done five times, for a total of 10-15 min.
Infants in Control group underwent routine care and were not subjected to any massage or
exercise.

MAIN OUTCOME MEASURES:

Primary: Bone speed of sound of left tibia measured by quantitative ultrasound at 40 weeks post
menstrual age. Secondary: Anthropometry (weight length and head circumference) and
biochemical parameters (calcium, phosphorus, alkaline phosphatase) at 40 weeks post menstrual
age.

RESULTS:

The tibial bone speed of sound was comparable between the two groups [2858 (142) m/s vs.
2791 (122) m/s; mean difference 67.6 m/s; 95% CI - 11 to 146 m/s; P=0.38]. There was no
difference in anthropometry or biochemical parameters.

CONCLUSIONS:

Daily assisted physical exercise does not affect the bone strength, anthropometry or biochemical
parameters in preterm (27 to 34 weeks) infants.

https://www.indianpediatrics.net/feb2018/115.pdf
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Ethics

Trials. 2017 Oct 27;18(1):503. doi: 10.1186/s13063-017-2237-4.
Lessons from the field: the conduct of randomized controlled trials in

Botswana.
Bonsu JM, Frasso R, Curry AE.

BACKGROUND:

The conduct of randomized controlled trials (RCTs) in low-resource settings may present unique
financial, logistic, and process-related challenges. Middle-income countries that have
comparable disease burdens to low-income countries, but greater availability of resources, may
be conducive settings for RCTs. Indeed, the country of Botswana is experiencing a rapid
increase in the conduct of RCTs. Our objective was to explore the experiences of individuals
conducting RCTs in Botswana to gain an understanding of the challenges and adaptive strategies
to their work.

METHODS:

We conducted in-depth interviews with 14 national and international individuals working on
RCTs in Botswana. Participants included principal investigators, research coordinators, lab
technicians, research assistants, and other healthcare professionals. Interviews were audiotaped,
transcribed verbatim, and coded for thematic analysis.

RESULTS:

Five primary themes were identified: ethics board relationships (including delays in the
process); research staff management (including staff attrition and career development); study
recruitment and retention (including the use of reimbursements); resource availability (including
challenges accessing laboratory equipment); and capacity-building (including issues of
exporting locally sourced samples). These themes were explored to discuss key challenges and
adaptive strategies.

CONCLUSIONS:

This study offers a first-hand account of individuals engaged in conducting RCTs in Botswana,
a nation that is experiencing a rapid increase in research activities. Findings provide a
foundational understanding for researchers in Botswana and trial managers in similar settings
when planning RCTs so that the conduct of research does not outpace the ability to manage,
support, and regulate it.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5658937/

Hum Vaccin Immunother. 2017 Sep 2;13(9):2185-2191. doi: 10.1080/21645515.2017.1320624.
Epub 2017 Jun 9.

Recall and decay of consent information among parents of infants
participating in a randomized controlled clinical trial using an audio-visual

tool in The Gambia.

Mboizi RB, Afolabi MO, Okoye M, Kampmann B, Roca A, Idoko OT.
Author information
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Communicating essential research information to low literacy research participants in Africa is
highly challenging, since this population is vulnerable to poor comprehension of consent
information. Several supportive materials have been developed to aid participant comprehension
in these settings. Within the framework of a pneumococcal vaccine trial in The Gambia, we
evaluated the recall and decay of consent information during the trial which used an
audio-visual tool called *Speaking Book", to foster comprehension among parents of
participating infants. The Speaking Book was developed in the 2 most widely spoken local
languages. Four-hundred and 9 parents of trial infants gave consent to participate in this nested
study and were included in the baseline assessment of their knowledge about trialparticipation.
An additional assessment was conducted approximately 90 d later, following completion of the
clinical trial protocol. All parents received a Speaking Book at the start of

the trial. Trial knowledge was already high at the baseline assessment with no differences
related to socio-economic status or education. Knowledge of key trial information was retained
at the completion of the study follow-up. The Speaking Book (SB) was well received by the
study participants. We hypothesize that the SB may have contributed to the retention of
information over the trial follow-up. Further studies evaluating the impact of this innovative tool
are thus warranted.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5612460/

Epilepsy and acute seizures

Neurol India. 2018 Mar-Apr;66(2):385-390. doi: 10.4103/0028-3886.227281.
Addition of pyridoxine to prednisolone in the treatment of infantile spasms: A

pilot, randomized controlled trial.
Kunnanayaka V, Jain P, Sharma S, Seth A, Aneja S.

BACKGROUND:

West syndrome is a catastrophic epilepsy syndrome characterized by infantile spasms,
hypsarrhythmia, and developmental arrest or regression.

AlIM:

The aim of this study was to explore the role of pyridoxine in the management of infantile
spasms.

SETTING AND DESIGN:

This was a pilot, randomized, open-label trial conducted at a tertiary level hospital from
November 2012 to March 2014.

MATERIALS AND METHODS:

Children aged 3 months to 3 years presenting with infantile spasms in clusters (at least 1
cluster/day) with hypsarrhythmia or its variants on electroencephalogram (EEG) were enrolled.
The study participants were randomized to receive either oral prednisolone (4 mg/kg/day) alone
or 30 mg/kg/day of pyridoxine with oral prednisolone. The primary outcome measure was the
proportion of children who achieved spasm freedom for 48 h on day-14 after treatment
initiation, as per parental reports, in both the groups. The adverse effects were also monitored.
The study was registered with clinicaltrials.gov (ClinicalTrials.gov Identifier: NCT01828437).
RESULTS:
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Sixty-two children were randomized into the two groups with comparable baseline
characteristics. The proportion of children with spasm cessation on day-14 was similar in the
two groups (39 vs. 37%, P = 0.98). The adverse effects were comparable in both the groups.
CONCLUSIONS:

The combination of pyridoxine with oral prednisolone was not found to be a beneficial therapy
as compared to prednisolone alone in the treatment of infantile spasms in this pilot study.
However, high dose pyridoxine may be safe in children with infantile spasms.

Epilepsy Res. 2017 Dec;138:5-10. doi: 10.1016/j.eplepsyres.2017.10.003. Epub 2017 Oct 6.
Effect of carbamazepine and oxcarbazepine on serum neuron-specific enolase

in focal seizures: A randomized controlled trial.
Maiti R, Mishra BR, Sanyal S, Mohapatra D, Parida S, Mishra A.

Neuron-specific enolase (NSE) is the most investigated biomarker in the context of epilepsy and
brain damage. The present study was conducted to investigate the change in serum NSE in
patients with focal seizure and the effect of carbamazepine and oxcarbazepine on serum NSE.
The present study is a randomized, open-label, parallel design clinical trial (ClinicalTrials.gov
Identifier: NCT02705768) conducted on 60 patients of focal seizure. After recruitment, detailed
history, clinical evaluations including Chalfont-National Hospital seizure severity scal