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Developmental Outcomes of Long-term Feed Supplementation in Neonates - The DOLFIN randomised controlled trial

Eligibility: Infants who are eligible to be enrolled to DOLFIN are those babies with moderate or severe HIE who are less than 28 days old.

Intervention: Infants enrolled in the DOLFIN study will be randomised to receive either a micronutrient supplement that can be added to breast milk/infant formula/food or a matched placebo control supplement. Treatment allocation is blinded. The treatment supplement is a nutritional supplement which contains long chain polyunsaturated fatty acids (LCPUFAs), choline, Uridine-5’Monophosphate (UMP), and Cytidine-5’Monophosphate (CMP). 

Outcome: the study will determine whether early supplementation in the first year improves cognitive outcome at the age of 2 years as well as other outcomes. This data is collected by parent questionnaire.

The Local Study Team: Julie-Clare Becher, David Quine, Magda Rudnicka, Colette Jacobs, Hilary Cruickshank, Fiona McKeown, Anne Marshall, Alison Wood

Additional information:
· Guidance sheets and training materials can be found on the DOLFIN study website: DOLFIN | NPEU (ox.ac.uk)
· The trial protocol can be found here and on Badger
· The randomisation link is here: DOLFIN Randomisation (ox.ac.uk)


Practical Information

The following information illustrates some of the key points that need to be considered by staff on the Neonatal Unit when looking after a baby enrolled in this trial. If unsure of any of the information below please contact the clinical team for advice.

	What does the clinical trial involve?
	Eligible babies will have powder supplement added daily to usual milk feed on the neonatal unit after infants have reached full milk feeds (120–150ml/kg/day).

Consent and randomisation can take place prior to reaching full milk feeds.

	How long will babies continue the supplement?
	The supplement will be continued at home by parents post-discharge and continued to 12 months post EDD.

	
Consent and Randomisation (Guidance sheets 2 and 3)

	Who in the study team will randomise babies to DOLFIN?
	Julie-Clare Becher, David Quine, Magda Rudnicka, Colette Jacobs, Hilary Cruickshank, Fiona McKeown

Parents will receive verbal information and the DOLFIN Parent Information Leaflet.

Parents will sign the DOLFIN consent form.

Babies will be randomised through the DOLFIN website https://rct.npeu.ox.ac.uk  
Log in details are on the underside of the lid of the plastic box in the data room.


	
Immediate study information (see guidance Sheet 6)

	What information is required after randomisation?
	[bookmark: _Hlk175050522]Study team please complete: Contact details form; entry form; HIE questionnaire; parents baseline questionnaire; supplement starter form as soon as possible after consent.

A DOLFIN cotcard will be attached to the baby’s bed to indicate study participation.

	
Ordering

	How are the clinical trial supplements ordered for a baby on NNU? 
	Once a baby has been recruited to the trial, the person randomising will order a supply of the supplement from RIE pharmacy department using the bespoke order form and suing the kit number assigned to the baby. This will occur only during working hours.

It will be ordered on a specific pharmacy order form.

Receipt of the supplement will be recorded on the Supplement Management and Control Log (Band7 DOLFIN Folder)

	
Storage (see guidance Sheet 4a)

	How is the supplement provided?
	The supplement will be provided in labelled sachets. The sachets will come in a large brown box containing 100 sachets. The boxes are labelled with a pack ID that is specific to each baby. The sachets are not individually labelled. The sachets/box must not be split and must be kept together.

	How should the sachets be stored? 
	They should be stored at room temperature. 

Supplement is stable within a temperature range of 2—25C; or up to 30C if not at 25-30C for more than 30 days.


	Where should the sachets be stored?
	Ensure the box of sachets is kept close to the individual baby in the baby’s locker or cupboard. It must not be mixed up with the box of any other baby in the trial.


	
Prescribing (see guidance Sheet 4b)

	Who in the study team will prescribe the initial supplements?
	Julie-Clare Becher, David Quine, Magda Rudnicka, Colette Jacobs

The DOLFIN supplement will be prescribed on the Kardex as a once or twice a day supplement, depending on the volumes of milk being taken.

	How much supplement should be given?
	The daily amount of supplement will be 1g/kg i.e. 1 scoop per whole kilogram child weight i.e. an infant weighing 3.0 –3.9kg will receive 3 scoops daily. 

	How often is the supplement given?
	The prescriber will document how many feeds in which the dose is to be given:
The daily supplement dose will be given either with one milk feed a day or split between two feeds depending on how much milk the baby is receiving at each feed. 1g of feed must be given with 15mls of milk.

	What route should the supplements be given?
	The supplement is dissolved in the usual milk feed and will be given via the normal feeding route e.g. oral, nasogastric tube, gastrostomy tube, but not by jejunostomy or jejunal tube.
For breastfed babies the supplement will be given either via NG tube or syringes as per administration below.

	
Administration (see guidance Sheet 4b)

	Who will administer the supplement?
	Whilst on the NNU, the supplement will be added to milk by nursing staff or parents.
Parents should be taught how to administer the supplement during their baby’s stay and prior to discharge (see Guidance Sheet 5). This training should be documented in the Badger notes

	Who in the study team will train nursing staff on how to administer the DOLFIN supplement?
	Anne Marshall, Alison Wood

	Where should administration of the supplement be documented?
	Where supplement is administered by hospital staff each dose  will be recorded by hospital staff on the Kardex AND on the baby’s specific DOLFIN dosing log (copies in Band7 DOLFIN Folder)

	Can I share a box of sachets between babies?
	No. Each baby is assigned a specific box of sachets with a specific pack ID.

	How is the supplement measured?
	Each box of supplements will contain a 1g scoop, with which to measure out supplement from the sachet. 

The opened supplement can be sued for up to 24hours. Please use the plastic clip provided to close the sachet between uses. 

	How is the supplement administered?
	The measured supplement dose will either be dissolved into the infant’s milk feed, or dissolved in a small volume of infant milk and given ahead of a breastfeed. 

For formula fed babies: 
Each 1g of supplement must be given with a total milk volume of at least 15ml of milk to ensure appropriate osmolality. 

For breastfed babies, 1g supplement should be mixed with 3ml of milk directly before a feed. The total feed volume should be at least 15ml for each 1g of supplement.

If a breast-feeding mother is unable to or does not wish to express milk with which to mix the supplement, and does not wish to use infant formula milk, the supplement can be mixed with a minimum volume of sterile water (3ml sterile water per 1g supplement) and given ahead of the feed where clinically appropriate.  Once an infant is established on solids, the supplement can also be mixed with appropriate infant foods. 


	Can the DOLFIN drug be given with other drugs?
	There are no contraindicated medications or dietary supplements. Infants will be able to have all medicines, vitamins and fortifiers they would normally have, throughout the trial.

	
Discarding sachets

	What happens to empty sachets?
	These should be disposed of by placing in a domestic bin.


	What happens to unused and expired supplement on the NNU or in pharmacy?
	These should be returned to pharmacy where they will be recorded on the DOLFIN Pharmacy Receipt and Destruction Log and then disposed of by placing in a domestic bin.

	
Transfer (see Guidance sheet 7)

	What happens if a baby has to be transferred to another site before discharge?
	Supplementation may be temporarily paused if the site is not part of the study or parents will be able to give the supplement themselves once they are transferred
The study team will ensure the DOLFIN Transfer pack is completed and is sent with the baby and that the DOLFIN coordinating Centre is aware of the transfer. 

	
Preparing for discharge

	How much study supplement will parents need to go home?
	Parents will be given their baby’s opened box of supplement to take home

	Training for parents
	Parents should be taught how to administer the supplement during their baby’s stay and prior to discharge as per Guidance Sheet 5. 
This training includes parents watching the DOLFIN supplementation videos on www.npeu.ox.ac.uk/dolfin ; by watching clinical staff give the supplement and then parents giving the supplement themselves with guidance from the clinical team.
This training should be documented in the Badger notes

	Discharge checklist
	Please complete all tasks and file in patient notes 

	Information for parents
	Parents will be:
· Given the DOLFIN Parent Discharge Pack
· Encouraged to download the DOLFIN app in order to record dosing and keep in touch with the DOLFIN team

	Information for GP and HV
	These professionals should be notified about the baby’s participation in DOLFIN by using the electronic letter provided by DOLFIN. Please notify a member of the study team and they will arrange for these to be sent. 

	
After discharge

	What happens if parents require more support after discharge in administering supplementation
	This can be provided by telephone and parents can be signposted to the DOLFIN site parent resources: www.npeu.ox.ac.uk/dolfin

	What happens to unused and expired supplement at home?
	These should be disposed of by placing in a domestic bin.


	What to do if you are contacted by parents who have run out of supplement?
	Ask parents to:
Call 01865 617919
Email dolfin@npeu.ox.ac.uk 
This information is provided in the discharge pack.
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