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This clinical guideline has been developed to ensure appropriate evidence- based
standards of care throughout the Yorkshire and Humber Neonatal ODN. The appropriate
use and interpretation of this guideline in providing clinical care remains the responsibility
of the individual clinician. If there is any doubt discuss with a senior colleague.

Summary recommendations:

All neonatal units in Yorkshire & Humber should have access to probiotics

e Start in all infants <32/40 or <1500g when tolerating 0.5ml/hour of feed (or equivalent e.g., 1ml
2hrly)

e Hold probiotics if feeds withheld e.g., during clinical sepsis or NEC

e Discontinue probiotics at or after 34 weeks’ gestation once feeds tolerated for at least 2 weeks.
May be continued at consultant discretion.
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A.Introduction

1. Aim of Guideline

The aim of this guideline is to provide information on the use of probiotics for the prevention
of necrotising enterocolitis in preterm infants.

B. Process
1. Background

Necrotising enterocolitis (NEC) is a potentially life-threatening condition that, in the UK, occurs
in 1 in 20 preterminfants born at 32 weeks or below. Feeding with breast milk is protective,
while increased use of antibiotics is associated with higher risk of NEC.

Probiotics has been used in neonatal units for some time, with the aim of reducing rates of
NEC. However, development of astrong evidence base has been limited by studies with low
power and lack of consistency between probiotic agents, treatment regimens and participant
inclusion criteria, making direct comparison difficult. However, a 2020 Cochrane review by
Sharif et al assessed 56 trials with over 10,000 infants who were <32 weeks or <1500g,
comparing probiotics against placebo. They suggested use of probiotics was associated with
a 46% reduction in risk of NEC (RR 0.54, 95% CI 0.45 — 0.65) with a number needed to treat
of 33 (95% CI 25 to 50). Furthermore, probiotics were associated with an overall reduction in
mortality (RR 0.76, 95% CI 0.65 to 0.89) with a number needed to treat of 50 (95% CI 50 to
100).1

Consideration of the best probiotic agent has more recently leaned towards multi-strain
agents, as studies using specific single strains have struggled to consistently demonstrate
statistical benefit. All three suggested probiotics in this guideline are multi-strain, one
containing Bifidobacterium and Streptococcus species (ProPrems) and two containing
Lactobacillus and Bifidobacterium species (Infloran and Labinic).

A 2013 prospective randomised control trial by Jacobs et al, assessing Bifidobacterium
infantis, Bifidobacterium lactis and Streptococcus thermophilus demonstrated that risk of NEC
was more than halved by use of the probiotic (RR 0.46 (95% Cl 0.23-0.93).21n 2020, Morgan
et al conducted a systematic review which showed Lactobacillus and Bifidobacterium
combination was associated with a nearly 2/3 decrease in the odds of developing NEC (OR
0.35,95%ClI 0.20-0.59) and with a 44%reduction in odds of mortality (OR 0.56, 95% CIl 0.39—
0.80).3

Within the UK currently, Infloran and Labinic are the most frequently used probiotic products,
while Proprems is a product which is likely to be more widely used in future.

Infloran: Capsule containing 1 billion colony forming units per 250mg capsule
(Lactobacillus acidophilus and Bifidobacterium Bifidum).

Labinic: Liquid containing 1 billion colony forming units in 0.1ml (Lactobacillus
Acidolphilus, Bifidobacterium Bifidum and Bifidobacterium Infantis).

Proprems: Sachet containing 1 billion colony forming units per 0.5g sachet

(Bifidobacterium Infantis, Bifidobacterium Lactis, and Streptococcus
Thermophilus).



2. Patient population

Use routinely for babies born less than 32 weeks gestation or below 1500 grams

Aim to start within 24 hours of tolerating 0.5ml/hour of feed (or equivalent e.g., 1ml 2hrly)

3. Prescribing of Probiotics

Suggested Probiotic dosing regimen:

Infloran: 250 mg (one capsule) OD
Labinic: 0.1 ml BD*
Proprems: 0.5 g (one full sachet) OD®

See Appendix 1 for administration and storage guidance.

Probiotics are not licensed as a medication in the UK but are considered a food supplement.
However, this may vary between NHS Trusts and some may still classify probiotics as a
medication. The MHRA have no objection to the import of this product for use in a hospita
setting.

Parental consent is not required prior to prescribing, but it is good practice to keep parents informed
regarding the use of probiotics, for example through use of a parent information leaflet.

4. When to stop Probiotics:

Hold Probiotics if feeds are withheld, such as during clinical sepsis or NEC.

Discontinue probiotics at or after 34 weeks’ gestation once feeds have been tolerated for at
least 2 weeks.

If feed tolerance is poor, probiotic course may be extended at consultant discretion.




C. Audit criteria

Prescription and administration in line with this guidance
NEC rates in local units/NNAP data for NEC
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G.Appendix 1 -

Infloran

Storage and Administration of Probiotics

e Storage —In afridge, between 2 — 8 degrees.
e Administration

arwNE

Labinic*

Clean preparation area

Open one capsule (250mg) into a sterile galipot

Add 1ml of EBM or sterile water and stir until dissolved

Aspirate back into syringe and administer as a nasogastric bolus
Dispose of waste as you would with infectious waste

e Storage — Store at 8 — 25 degrees. Dispose once bottle opened for 30 days.
e Administration
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Proprems?®

Clean preparation area

Gently shake bottle then wait 30 seconds for contents to settle

Using a sterile oral syringe, draw up 0.1ml of Labinic solution
Administer via nasogastric tube with milk feed, or directly into the mouth
Dispose of waste as you would with infectious waste

e Storage — Store below 25 degrees. Shelf life of 2 years post-manufacturing when kept at
room temperature.
e Administration

1.
2.

3.
4.
5

Clean preparation area

Shake Proprems sachet (0.5g), then open and pour entire contents into a sterile
galipot

Add 1-3ml of sterile water from a syringe and stir until dissolved

Aspirate back into syringe and administer as a nasogastric bolus

Dispose of waste as you would with infectious waste



