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Dear maternity, neonatal and safety teams,

Re: MNSI referral of babies receiving therapeutic cooling as part of the COMET trial

We are writing to clarify the referral process to the Maternity and Newborn Safety Investigation

(MNSI) programme for babies born at or after 37 weeks of gestation who receive induced hypothermia

as part of the Cooling in Mild Encephalopathy Trial (COMET), in accordance with the Department for
Health and Social Care's Directions.

The British Association of Perinatal Medicine (BAPM) recommends therapeutic hypothermia only for
babies with moderate or severe hypoxic-ischaemic encephalopathy (HIE) who meet the BAPM criteria.
Although babies with mild HIE are at risk of later adverse neurodevelopmental outcomes, cooling for
this group is not recommended outside a clinical trial.

The National Institute for Health and Care Research (NIHR) has recently funded the COMET trial,
which is designed to evaluate the safety and efficacy of induced cooling in babies with mild
encephalopathy. The trial is open to babies born at or after 36 weeks of gestation and is being
conducted across 40 National Health Service (NHS) hospitals.

Key Points of the COMET Trial:

o Neurological Assessment: Babies in the trial will undergo a neurological assessment by a
certified examiner between one and six hours after birth. Only those with mild encephalopathy
will be eligible for recruitment. The assessment will be video-recorded and reviewed by the
COMET trial team for quality assurance. The neurological exam is best conducted after the
baby has been admitted to the neonatal unit, allowing adequate time for recovery from
resuscitation. Passive cooling in the labor room is not recommended.

e aEEG Monitoring: All babies will undergo amplitude-integrated electroencephalogram (aEEG)
monitoring for at least 30 minutes using single-channel transcranial leads. This is to support the
neurological assessment and ensure compliance with BAPM guidelines.

e Trial Groups: In the COMET trial, half of the babies will receive usual care (normothermia),
while the other half will receive whole-body cooling within six hours of birth. If a baby
randomized to usual care develops seizures within 24 hours of birth, they may be offered
induced hypothermia as part of the trial protocol.
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COMET Trial MNSI Referral Process:

e All babies born at or after 37 weeks and received induced hypothermia at any time as part of
the COMET trial should be referred to MNSI. Please mention that the cooling was provided as
part of the COMET trial in the referral.

e The MNSI team will be aware that some babies might have received cooling after six hours of
birth due to their participation in the trial.

e The MNSI team will review the clinical history and magnetic resonance imaging (MRI) scans of
these babies to assess whether there is any evidence of hypoxic brain injury.

A full investigation by MNSI will only be conducted if the family gives MNSI consent for the sharing of
medical records and:

o Hypoxic brain injury is identified on MRI, or

o There are concerns raised by the parents or the referring trust.

COMET Trial Babies Who Do Not Require an MNSI Referral:

e Babies born before 37 weeks of gestation, or
e Babies who receive usual care (normothermia) in the COMET trial.

We understand that there may be an increase in MNSI referrals from hospitals participating in

the COMET trial. However, these cases can be easily identified as research-related cooling for mild
encephalopathy, separate from clinical cooling for moderate or severe encephalopathy. This distinction
will assist with local audits of clinical care quality, in line with the BAPM guidelines.

We hope this guidance provides clarity on the MNSI referral process for babies receiving therapeutic
cooling, particularly those involved in the COMET ftrial.

If you have any further questions or need additional information, please feel free to contact us

Yours sincerely,

Awida
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Miss Louise M Page Professor Sudhin Thayyil

Interim Clinical Director Chief Investigator of the COMET Trial
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