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Expert Committee recommendation

The Expert Committee endorsed the inclusion on the EMLc of amoxicillin as a first-choice therapy for use in uncomplicated severe
acute malnutrition, and of benzylpenicillin or ampicillin and gentamicin followed by amoxicillin as first-choice therapy inuse in

complicated severe acute malnutrition.

Background

Severe acute malnutrition (SAM) affects nearly 20 million children under 5 years of age, causing up to 1 million deaths each year as
a consequence of increasing susceptibility to death from severe infection (1). The most susceptible age for malnutritionis 6-18
months, but it is increasingly recognized that SAM may occur in younger infants (2). SAM is classified according to the absence or
presence of medical complications (3): ¢ Uncomplicated SAM: children who are clinically well without signs of infection or other
indication for hospital admission, with a retained appetite (“passed the appetite test”). Retained appetite is regarded as indicating
the absence of severe metabolic disturbance. Patients are deemed to be most appropriately managed as outpatients, with ready-
to-use therapeutic foods. ¢ Complicated SAM: children who have clinical features of infection, metabolic disturbance, severe
oedema, hypothermia, vomiting, severe dehydration, severe anaemia or a lack of appetite, requiring inpatient treatment initially
with low-protein milk-based feeds. Children are discharged to continue nutritional management as outpatients when complications
have resolved. The following summary is taken from the review of the available evidence for SAM conducted to inform the WHO

Department of Maternal, Newborn, Child and Adolescent Health’s review of its existing guidelines.

Summary of evidence
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A comprehensive search for systematic reviews, meta-analyses, multicentre studies and randomized controlled trials was
conducted. Seven studies were included in the final analysis: four systematic reviews and/or meta-analyses (4-7) and three double-
blind, placebo-controlled trials (8-10). The meta-analysis by Million et al. (7) found an overall benefit for survival in children with
SAM treated with amoxicillin, sufficient to reaffirm 2013 WHO recommendations (which recommend amoxicillin for children with
uncomplicated SAM). Current evidence supports administration of amoxicillin 80 mg/kg per day in two divided doses for 7 days to
children with SAM in the community setting. For complicated SAM, the evidence supports maintaining the existing
recommendation of empirical parenteral benzylpenicillin or ampicillin plus gentamicin, followed by oral amoxicillin once the patient

is clinically stable.

Guidelines

The application stated that there are significant variations in published international guidelines for the suggested antimicrobial
therapies for empirical antimicrobial treatment of complicated SAM, many of which pre-date recent trials. The 2013 WHO
guidelines for treatment of SAM (3) make the following recommendations regarding antibiotic treatment of SAM: e Children with
uncomplicated SAM, not requiring to hospital admission and managed as outpatients, should be given a course of oral antibiotic
such as amoxicillin (conditional recommendation, low-quality evidence). e Children who are undernourished but do not have SAM
should not routinely receive antibiotics unless they show signs of clinical infection (strong recommendation, low-quality evidence).
e Children admitted with SAM and complications such as septic shock, hypoglycaemia, hypothermia, skin infections or respiratory
or urinary tract infections, or who appear lethargic or sickly, should be given parenteral (IM or V) antibiotics. e Children admitted

with SAM and with no apparent signs of infection and no complications should be given an oral antibiotic.

Rationale for antibiotic selection

Alignment with WHO guidelines.

Committee considerations

For common community-acquired infections, the main focus has been on empirical treatment choices that are broadly applicable in
most countries. Generally, alternatives for use in case of allergy were not considered. The Expert Committee considered the
antibiotics proposed in the application from the WHO Department of Maternal, Newborn, Child and Adolescent Health, and
selected first-choice antibiotics for inclusion on the EMLc for this indication in alignment with the WHO guidelines. Second-choice
therapies were neither proposed nor recommended. Recommended first-choice antibiotics for uncomplicated and complicated SAM

are reported above.
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First choice Second choice

UNCOMPLICATED [CHILDREN]

COMPLICATED [CHILDREN]
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amoxicillin

1. Black RE, Victora CG, Walker SP, Bhutta ZA, Christian P, de Onis M et al. Maternal and child undernutrition and overweight in low-
income and middle-income countries. Lancet. 2013;382(9890):427-51.

2.Kerac M, Mwangome M, McGrath M, Haider R, Berkley JA. Management of acute malnutrition in infants aged under 6 months (MA
MI): current issues and future directions in policy and research. Food Nutr Bull. 2015;36(1 Suppl):S30-4.

3. Guideline: Updates on the management of severe acute malnutrition in infants and children. Geneva: World Health Organization;
2013 (http://apps.who.int/iris/bitstream/10665/95584/1/9789241506328_eng.pdf, accessed 26 March).

4. Lazzerini M, Tickell D. Antibiotics in severely malnourished children: systematic review of efficacy, safety and pharmacokinetics. B
ull World Health Organ. 2011;89(8):594-607.

5. Alcoba G, Kerac M, Breysse S, Salpeteur C, Galetto-Lacour A, Briend A et al. Do children with uncomplicated severe acute malnutri
tion need antibiotics? A systematic review and meta-analysis. PLoS One. 2013;8(1):e53184.

6. Picot J, Hartwell D, Harris P, Mendes D, Clegg AJ, Takeda A. The effectiveness of interventions to treat severe acute malnutrition i
nyoung children: a systematic review. Health Technol Assess. 2012;16(19):1-316.

7.Million M, Lagier JC, Raoult D. Meta-analysis on efficacy of amoxicillin in uncomplicated severe acute malnutrition. Microb Pathog.
2016;106:76-7.

8.Berkley JA, Ngari M, Thitiri J, Mwalekwa L, Timbwa M, Hamid F et al. Daily co-trimoxazole prophylaxis to prevent mortality in chil
dren with complicated severe acute malnutrition: a multicentre, double-blind, randomised placebo-controlled trial. Lancet Glob Healt
h.2016;4(7):e464-73.

9.lsanaka S, Langendorf C, Berthe F, Gnegne S, Li N, Ousmane N et al. Routine Amoxicillin for uncomplicated severe acute malnutriti
onin children.N Engl J Med. 2016;374(5):444-53.

10. Trehan I, Goldbach HS, LaGrone LN, Meuli GJ, Wang RJ, Maleta KM et al. Antibiotics as part of the management of severe acute

malnutrition. N Engl J Med. 2013;368(5):425-35.


http://list.essentialmeds.org/recommendations/549
http://list.essentialmeds.org/recommendations/545
http://list.essentialmeds.org/recommendations/546
http://list.essentialmeds.org/recommendations/545
http://list.essentialmeds.org/recommendations/538

