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BASED ON ARTICLE

COMMENTARY

“Antimicrobial stewardship” is the buzz word of today. Shortening the duration of therapy is one of the 
key components for stewardship.  There is growing evidence that we can shorten duration of antibiotic 
therapy for childhood pneumonia, urinary tract infections, intraabdominal infections, febrile 
neutropenia and osteomyelitis without compromising efficacy. However neonatal sepsis is generally 
considered “off limit” for shortening duration of therapy. The standard of care for neonatal sepsis 
without meningitis is 2 weeks of parenteral therapy. However there have been several trials which have 
shown shorter treatment of 7-10 days non inferior to 2 weeks of therapy in neonatal sepsis with benefits 
of cost savings, shortened hospital stay, reduced drug adverse effects/ secondary infections and 
reduction in antimicrobial resistance. Shorter treatments are even more relevant in today's era of 
multidrug resistant and extremely drug resistant organisms where drugs are more toxic, expensive and 
often used off label. At the same time it is uncertain whether shorter treatments will be non-inferior in the 
current setting of sepsis due to highly drug resistant organisms. This very recent randomized controlled 
trial attempts to answer this question.
The study was conducted in the neonatal intensive care unit at Burdwan Medical College, Burdwan, 
West Bengal, India. In this study newborns presenting with culture positive sepsis between January to 
June 2023 were recruited. Newborns with major congenital anomaly, deep-seated infections including 
meningitis, multi-organ dysfunction, associated fungal infections/infection by multiple organisms and 
severe birth asphyxia were excluded. Investigations included complete blood count, CRP, single blood 
culture (1.5-2 ml of blood) in automated system, lumbar puncture, urine analysis, urine culture and 
CXR.The first line antibiotics used were ampicillin and amikacin. These babies were randomized on day 
9 of illness if they were clinically well as certified by two independent paediatricians into two groups of 
10 day and 14 day therapy each. The newborns were followed up for 1 month after stopping antibiotics. 
Treatment failure defined as development of symptoms and signs of sepsis irrespective of culture results 
within 30 days after stopping antibiotics was the primary outcome measure. Other secondary outcomes 
were length of hospital stay and other complications including retinopathy of prematurity, necrotizing 
enterocolitis, intraventricular hemorrhage and hemodynamically significant patent ductus arteriosus. A 
sample size of 234 babies was envisaged to detect a 4% difference in cure rate between the two groups.  

Tanu Singhal

1

Islam K, Khatun N, Das K, Paul S, Ghosh T, Nayek K. Ten- vs. 14-day antibiotic therapy for culture-positive neonatal 

sepsis. J Trop Pediatr. 2023;69(6):fmad036. doi:10.1093/tropej/fmad036

Can we shorten the duration of antibiotics for neonatal sepsis?

Consultant Paediatrics and Infectious Disease, Kokilaben Dhirubhai Ambani Hospital and Medical Research Institute, 

Mumbai, India

ABSTRACT



1.   With an emphasis on Digital Health, telemedicine is being practised in India using the 
 Telemedicine Practice Guidelines since March 2020. Universal access to a smart phone has made 
 telemedicine a possibility for all. 
2.  A substantial proportion of Pediatric Epilepsy care, particularly for already diagnosed patients, 
 can be provided effectively using telemedicine. This should be vigorously promoted with an aim 
 to improve quality of care and reduce clinician access related treatment gap.1
3.  For Migraine, Neuromuscular and Movement disorders and most other conditions requiring 
 clinical examination, in person visits are essential. 
4.  Initial evaluation of any neurological disorder should be done in person and intermittent follow up 
 care can be through telemedicine. 
5.  Infants and small children should be seen in person. 
6.  Cost effectiveness, infrastructure, location, language and social barriers, financial constraints and 
 the disease condition itself may be an obstacle to teleconsultation. Medical education curricula 
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 should include telemedicine training.  
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IMPLICATIONS FOR PRACTICE

THE IMPORTANT OBSERVATIONS ARE:
1. Majority of children with CFS who developed epilepsy had normal post CFS EEG’s. So, this 
 reiterates the fact that EEG need not be always abnormal to predict epilepsy, many other clinical  
 factors play a role. 
2. Abnormal EEG definitely predicts future epilepsy. Amongst children with a post-CFS EEG  
 showing interictal epileptiform discharges, 54% of them developed epilepsy. 
3. Four predictors of future epilepsy in CFS are >3 febrile seizures in 24 hours, interictal epileptiform 
 discharges during post-CFS EEG, family history of afebrile seizures, and age of CFS onset ≥ 3 
 years. 
4. Based on the regression analysis, if a patient had 3 risk factors (family history of afebrile seizures, 3 
 years old or greater at  
 CFS onset, and more than 3 seizures within 24 hours of the CFS event), the predicted probability of 
 developing epilepsy was at least 50%. If the patient had all 4 risk factors (including interictal 
 epileptiform discharges on the index EEG), the probability of developing epilepsy increased to 
 >75%.
5. Though midline-vertex discharges are the most common localisation of epileptiform discharges 
 (52%) in CFS, the development of epilepsy was not associated with any interictal discharge 
 localisation. 
6. Background slowing in interictal EEG was noted but not significantly associated with patients who 
 developed epilepsy. All these changes were seen in early EEGs obtained less than 7 days implying 
 nonspecific acute dysfunction after febrile seizures. 
7. Early EEG (less than 7 days) showed more epileptiform abnormalities (17 %) versus late EEG 
 (9%). No difference in epilepsy development in cohorts with early versus late EEG, however, 
 sample size was small. It needs further prospective studies to make as a guideline. 

IMPLICATION

Inter ictal EEG abnormalities can offer valuable insights into the potential for the development of 
epilepsy in children who experience complex febrile seizure
While EEG finding can be a significant predictor they should be interpreted in the context of other 
clinical factors.
It is it is vital for paediatrician to remain updated in this evolving field as improved predictive measures 
can guide clinical decision making and patient counselling.

In the mentioned time period, 2471 newborns were admitted; 287 newborns developed culture-positive 
sepsis, and 53 were excluded [meningitis—15, multi-organ dysfunction and shock—12, severe birth 
asphyxia—9, fungal co-infection—7, major congenital anomaly—2, infection by multiple 
organisms—2, left against medical advice—2, refusal of consent—2, osteomyelitis—1, septic arthritis 
of knee—1] to finally randomize 234 newborns in the study and control groups.  The median birth weight 
and gestational age of the study population were 2.424 kg and 37.3 weeks respectively. There was no 
significant difference in baseline characteristics between the study groups.  Gram-negative organisms 
were responsible for 61.1% of cases (n =143). Acinetobacter was the most commonly (56, 23.9%) 
isolated species, followed by Klebsiella (44, 18.8%) and coagulase-negative Staphylococcus (39, 
16.7%), followed by E. coli, S. aureus. Enterococcus, Pseudomonas. The clinical and laboratory features 
and the bacteriological profile of the study and control groups were similar except for total leukocyte 
count. Treatment failure was similar in the study and control groups (3.8% vs. 1.7%, p=0.40). NO 
differences were noted in other subgroups preterm (5.7% vs. 2%, p =0.31), term (1.6% vs. 1.5%, p 
=0.97), Gram-positive (2.2% vs. 2.3%, p= 0.99) and Gram-negative (4.3% vs. 1.4%, p=0.30). Duration 
of hospital stay was significantly lower in the study group [median 13 days vs. 16 days, p < 0.001]. 
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