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Overview

Preterm and ill infants, treated in the neonatal intensive care unit have multiple
medical clinical conditions, resulting in an extremely vulnerable patient group. (1-4)
Enormous improvements in neonatal care during the last years have also made care
increasingly complex.

The most important neonatal event is the postnatal adaptation to extrauterine life
during which air breathing is established and circulatory changes take place.
Difficulties may occur with transition in situations such as preterm birth and following
perinatal asphyxia, accounting for much of the associated neonatal mortality and
morbidity. (5—8) Other conditions that are of great relevance for preterm and other ill
infants are bronchopulmonary dysplasia, respiratory distress syndrome, suspected
early onset neonatal sepsis, hypoglycaemia, hypoxic ischaemic encephalopathy,
persistant pulmonary hypertension of the newborn infant, neonatal jaundice,
Retinopathy of Prematurity, and vitamin K deficiency bleeding.

Additionally, infants requiring neonatal intensive care constitute a high-risk population
for developing brain injury, particularly full term and preterm infants exposed to
hypoxia-ischaemia, CNS infections, or with congenital anomalies. Therefore, early
recognition of disturbed brain function or structural brain injury is important in the
institution of preventive or treatment strategies, and appropriate follow-up. Early
identification of impaired function will improve clinical management and long-term
functional outcomes. (9—-14)

The Topic Expert Group on Medical care and clinical practice develops standards on
the prevention, diagnosis and management of the main medical conditions and
challenges affecting preterm or ill babies. Additionally, standards on specific clinical
procedures and techniques are developed.
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20.
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national register for retinopathy of prematurity (SWEDROP) and the evaluation of screening in
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Hypoglycaemia in at risk term infants

Mitanchez D, Hellstrom-Westas L, Zimmermann L, Buonocore G, Beardsall K,
Boardman J, Tin W

Target group
Term newborn infants and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Measures are taken to identify, prevent, and manage hypoglycaemia in newborn
infants who are at risk for impaired metabolic adaptation, including those with growth
restriction, maternal diabetes, asphyxia, maternal beta-blocker medication.

Rationale

The goal is to prevent the adverse effect of hypoglycaemia while minimising
unnecessary separation of mother and the newborn infant.

Hypoglycemia in newborn infants is associated with risk for brain damage and
neurodevelopmental sequelae. (1) At birth, the discontinuation of nutrients from the
mother results in a decline in plasma glucose level during the first two hours of
postnatal life to as low as 1.1-1.4 mmol/L (20-25 mg/dL) that is considered to be part
of normal adaptation to postnatal life. (2,3) Many newborn infants tolerate these
initially low blood glucose levels even though glucose is the major oxidative fuel of
the brain, because the neonatal brain also has the capacity to oxidise ketone bodies
and lactate. After the first two postnatal hours, glucose concentration rises to more
stable concentrations. During this period, endogenous production of glucose is
promoted by glycogenolysis and gluconeogenesis. Enhancement of fat oxidative
metabolism also contributes to the production of ketone bodies. Metabolic neonatal
transition is integrated under the influence of a postnatal hormonal surge and timely
production of key regulatory enzymes. (4)

In addition to the risk categories listed above, perturbations of adaptive responses
can occur in preterm infants and those with, sepsis, haemolytic disease and specific
inborn errors of metabolism. They can also occur in term infants with congenital
disorders that prevent infants from mounting an adequate counter-regulatory
metabolic and endocrine response, such as hyperinsulinism. (5)

Benefits

Short-term benefits

Reduced exposure to potentially harmful hypoglycemia in at risk infants (6)
Reduced unnecessary investigations and interventions (7)

Minimised separation of mother and infant (consensus)

Increased rate of diagnoses of infants with hypoglycemic disorders before
discharge (8)

Long-term benefits
¢ Improved neurologic outcome (consensus)
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Components of the standard
Component

For parents and family

1.

Parents are informed by healthcare
professionals about the importance of
early energy provision and blood
glucose monitoring. (9)

For healthcare professionals

2.

A unit guideline on identification,
prevention, and management of
hypoglycaemia is adhered to by all
healthcare professionals.

Training on identification, prevention,
and management of hypoglycaemia is
attended by all responsible healthcare
professionals.

Risk factors for hypoglycaemia are
identified at birth. (10)

An early feed, within one hour, is
provided. (11,12)

Thermal care, ideally given by skin-to-
skin positioning, is provided. (13)

Blood glucose is measured at
predetermined times. (6)

Observation of well-being and feeding
documentation is conducted. (14)

Interventions are administered
according to operational thresholds
approach. (15)

For neonatal unit

10. A unit guideline based on an operational

threshold approach using values
advocated by professional bodies is
available and regularly updated in all
maternity and neonatal units. (16)

For hospital
11. Training on identification, prevention,

and management of hypoglycaemia is
ensured.

Grading of
evidence

A (Low quality)
B (High quality)

B (High quality)

B (High quality)

A (Moderate quality)
A (High quality)
A (Moderate quality)
A (Moderate quality)
B (High quality)

B (High quality)

A (Low quality)
B (High quality)

A (High quality)
B (High quality)
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12. Equipment suitable for immediate and A (High quality) Audit report
reliable blood glucose measurements is B (High quality)
provided. (17)

13. Training in awareness of the limitations A (High quality) Training
of the devices used for blood glucose B (High quality) documentation
monitoring is ensured. (17)

For health service
14. A national guideline based on an B (High quality) Guideline
operational threshold approach using
values advocated by professional
bodies is available and regularly
updated.

Where to go — further development of care

Grading of

Further development evidence

For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

N/A

For hospital

N/A

For health service

¢ Prioritise scientific studies investigating impaired metabolic B (Moderate quality)
adaptation, and the long term consequences of hypoglycaemia
with or without clinical symptoms.

Getting started
Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about the importance of
early energy provision and blood glucose monitoring.

For healthcare professionals

e Attend training on identification, prevention, and management of hypoglycaemia.

o Promote early skin-to-skin contact and breastfeeding as standard care.

For neonatal unit

e Develop and implement a unit guideline on identification, prevention, and management
of hypoglycaemia, based on an operational threshold approach using values
advocated by professional bodies.

e Develop information material about the importance of early energy provision and blood
glucose monitoring for parents.
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For hospital

e Support healthcare professionals to participate in training on identification, prevention,
and management of hypoglycaemia.

For health service

e Develop and implement a national guideline on prevention, diagnosis and
management of hypoglycaemia, based on an operational threshold approach using
values advocated by professional bodies.

Description

Glucose thresholds for intervention

e ltis currently unknown at which glucose concentrations and after what
duration neurologic injuries occur in newborn infants.

e Blood glucose levels below 1.0 mmol/L (18 mg/dL) that are associated with
acute neurological dysfunction present the greatest risk of cerebral
injury. (18-21)

e The tolerance to low glucose levels probably varies due to the newborn
infant’s ability to produce alternative substrates. (22)

- Need to implement practices that prevent harm that results from unrecognised or
untreated hypoglycemia whilst minimising unnecessary interventions and admission
in neonatal unit.

o Measures to prevent and detect hypoglycaemia should be undertaken after
birth in infants at risk, including: thermal care with skin-to-skin; support of
breastfeeding; early energy provision and monitoring of blood glucose starting
within the first hours of life.

e Feeding should be observed and abnormal feeding (not waking for feeds, not
latching at the breast, not sucking effectively, appearing unsettled) should be
recorded by the healthcare team.

¢ Glucose monitoring should be initiated before the second feed and no later
than four hours after birth in asymptomatic infants, or at any time if there are
abnormal clinical signs.

e Blood glucose concentration should be measured with validated devices.
Local guidelines should be based on the operational threshold approach,
using values advocated by professional bodies in their own country.

The lack of a clear evidence base for defining cerebral energy sufficiency is reflected
in the contrast of recommendations between different organisations. (23)

Cornblath Operational Thresholds (2000), updated on review of the literature
subsequently (14), and used by the British Association of Perinatal Medicine (2017).
The suggested operational threshold concentrations at which clinicians should
consider intervention are (15):

e Blood glucose level <2 mmol/L (36 mg/dL) in an asymptomatic baby, that
remains below the same value at next measurement.

e A single measurement <2.5 mmol/L (45 mg/dL) in a newborn with abnormal
clinical signs.
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e A very low concentration of blood glucose <1.0 mmol/L (<18 mg/dL) indicates
the need for intravenous glucose infusion aimed at raising plasma glucose
concentration above 2.5 mmol/L. (45 mg/dL)

In symptomatic newborn infants with documented profound recurrent or persistent
hyperinsulinic hypoglycaemia, therapeutic levels of 3.5 mmol/L (60 mg/dL) are
recommended. (15) Infants with hypoxic ischemic encephalopathy have abnormal
clinical signs by definition and the threshold of 2.5 mmol/L (45 mg/dL) should be
used. (24)

. The American Academy of Pediatrics (AAP) (2011)

The American Academy of Pediatrics (AAP) proposed an algorithm with suggested
thresholds for intervention in at risk newborn infants at 234 weeks’ gestation
depending upon postnatal age: 1.4-2.2 mmol/L (25-40 mg/dL) in the first 4 hours,
1.9-2.5 mmol/L (35-45mg/dL) from 4-24 hours and 2.5 mmol/L (45 mg/dL) after 24
hours. (11)

. The Paediatric Endocrine Society (2015)

Recently, the Paediatric Endocrine Society (PES) recommended higher plasma
glucose levels to be considered safe in newborn infants: plasma glucose should be
kept above 2.8 mmol/L (50 mg/dL) during the first 48 hours and above 3.3 mmol/L
(60 mg/dL) for infants older than 48 hours. (8)

Measurement of glucose levels

e Accurate measurement of blood glucose level is essential for diagnosis and
management of neonatal hypoglycaemia.

¢ The ward-based blood gas biosensor should be considered the reference
standard for measuring blood glucose based on accuracy and speed of result
availability.

e Blood gas analysers will produce glucose results as a calculated ‘plasma
glucose equivalent’ concentration that should agree with laboratory plasma
glucose results in the majority of cases.

e Most handheld glucometers also report results as ‘plasma glucose
equivalents’, some devices are available that measure true whole blood
glucose by rupturing the blood cells and measuring combined plasma and
cellular glucose.

e This true whole blood glucose may be 10-15% lower than the corresponding
plasma glucose. Practitioners should be aware that all current cot side
technologies are prone to some inaccuracy, particularly in the range 0-2.0
mmol/I.

o If handheld glucometers are being used to screen for low blood glucose, only
those devices conforming to the ISO 15197:2013 standard should be used
and their limitations should be understood: possible error of +/- 0.8 mmol/l
(14.4 mg/dL) for values <5.5 mmol/l (<99 mg/dL).

¢ If a handheld glucometer is used, low values should be confirmed using an
accurate method. (17)

Other considerations

e Oral dextrose gel may be considered as an adjunct to a feeding plan in
newborn infants at risk of hypoglycaemia.

e Newborn infants presenting with clinical signs of hypoglycaemia or with very
low glucose levels should be treated with intravenous dextrose (an
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intravenous bolus of 2.5 mi/kg 10% glucose) as soon as possible, followed by
constant rate infusion of glucose.

¢ Newborn infants with risk factors should not be discharged until at least two
adequate-level consecutive pre-feed blood glucose measurements have been
made, and effective feeding has been established over several fast-feed
cycles.

e Hypoglycemia that persists beyond 72 hours after birth might have a different
etiology than “transitional neonatal hypoglycemia” and requires specific
investigations. (8)

Source

1. Burns CM, Rutherford MA, Boardman JP, Cowan FM. Patterns of cerebral injury and
neurodevelopmental outcomes after symptomatic neonatal hypoglycemia. Pediatrics. 2008
Jul;122(1):65-74.

2. Srinivasan G, Pildes RS, Cattamanchi G, Voora S, Lilien LD. Plasma glucose values in normal
neonates: a new look. J Pediatr. 1986 Jul;109(1):114—7.

3. Hoseth E, Joergensen A, Ebbesen F, Moeller M. Blood glucose levels in a population of healthy,
breast fed, term infants of appropriate size for gestational age. Arch Dis Child-Fetal Neonatal Ed.
2000;83(2):F117-F119.

4. Mitanchez D. Glucose regulation in preterm newborn infants. Horm Res. 2007;68(6):265-71.

5. De Lonlay P, Giurgea |, Touati G. Neonatal hypoglycemia: aetiologies. Semin Neonatol.
2004;9:49-58.
6. Deshpande S, Ward Platt M. The investigation and management of neonatal hypoglycaemia.

Semin Fetal Neonatal Med. 2005 Aug;10(4):351-61.

7. Hawdon JM, Ward Platt MP, Aynsley-Green A. Prevention and management of neonatal
hypoglycaemia. Arch Dis Child Fetal Neonatal Ed. 1994 Jan;70(1):60-5.
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9. Davidson J, Aslakson R, Long A, et. al. Guidelines for Family-Centered Care in the Neonatal,
Pediatric, and Adult ICU. Crit Care Med. 2017;45(1):103-28.
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11. Committee on Fetus and Newborn, Adamkin DH. Postnatal glucose homeostasis in late-preterm
and term infants. Pediatrics. 2011 Mar;127(3):575-9.

12. Tudehope D, Vento M, Bhutta Z, Pachi P. Nutritional requirements and feeding
recommendations for small for gestational age infants. J Pediatr. 2013 Mar;162(3 Suppl):S81-89.

13. Hewitt V, Watts R, Robertson J, Haddow G. Nursing and midwifery management of
hypoglycaemia in healthy term neonates. Int J Evid Based Healthc. 2005 Aug;3(7):169-205.

14.  Tin W. Defining neonatal hypoglycaemia: a continuing debate. Semin Fetal Neonatal Med. 2014
Feb;19(1):27-32.
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Controversies regarding definition of neonatal hypoglycemia: suggested operational thresholds.
Pediatrics. 2000 May;105(5):1141-5.

16.  Hawdon JM, Beer J, Sharp D, Upton M. Neonatal hypoglycaemia: learning from claims. Arch Dis
Child - Fetal Neonatal Ed. 2017 Mar 1;102(2):F110-5.
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19. Rozance PJ, Hay WW. Hypoglycemia in Newborn Infants: Features Associated with Adverse
Outcomes. Biol Neonate. 2006;90:74—86.

20.  Williams AF. Neonatal hypoglycaemia: Clinical and legal aspects. Semin Fetal Neonatal Med.
2005 Aug 1;10(4):363-8.

21. Hay WW, Raju TN, Higgins RD, Kalhan SC, Devaskar SU. Knowledge Gaps and Research
Needs for Understanding and Treating Neonatal Hypoglycemia: Workshop Report from Eunice
Kennedy Shriver National Institute of Child Health and Human Development. J Pediatr [Internet].
2009 Nov;155(5). Available from: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3857033/

22. Skov L, Pryds O. Capillary Recruitment for Preservation of Cerebral Glucose Influx in
Hypoglycemic, Preterm Newborns: Evidence for a Glucose Sensor? Pediatrics. 1992 Aug
1;90(2):193-5.

23.  Harding JE, Harris DL, Hegarty JE, Alsweiler JM, McKinlay CJ. An emerging evidence base for
the management of neonatal hypoglycaemia. Early Hum Dev. 2017;104:51-6.

24.  Boardman JP, Hawdon JM. Hypoglycaemia and hypoxic—ischaemic encephalopathy. Dev Med
Child Neurol. 57(S3):29-33.
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Management of persistent pulmonary hypertension of the newborn
infant (PPHN)

Reiss I, Zimmermann L, Hellstrdom-Westas L, Buonocore G, Greenough A, Rabe H,
Villamor E

Target group
Term and near-term infants >34 weeks of gestational age and parents

User group
Healthcare professionals, perinatal and neonatal units, hospitals, and health services

Statement of standard
Management of newborn infants with persistent pulmonary hypertension (PPHN) in a
specialised centre improves mortality and morbidity.

Rationale

Persistent pulmonary hypertension of the newborn (PPHN) is characterised by
sustained elevation of pulmonary vascular resistance (PVR) after birth resulting in
extrapulmonary shunting from right to left via the fetal circulatory pathways (patent
ductus arteriosus and patent foramen ovale). (1) PHN leads to severe hypoxaemia
that may not respond to conventional respiratory support and to avoid severe
cardiorespiratory failure. (2) The management of delivery and neonatal care should
be transferred to a specialised centre to ensure optimal outcomes. (3,4)

Benefits

Short-term benefits
e Reduced mortality and morbidity (2,4,5)
¢ Reduced need for extra-corporeal membrane oxygenation (ECMO) (6)

Long-term benefits

¢ Reduced long-term morbidity (neurodevelopmental and cardiopulmonary
outcome) (7)

Components of the standard

Component Grading of Indicator of
evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare B (High quality) Patient information
professionals about persistent sheet

pulmonary hypertension (PPHN) in the
newborn infant, treatment strategies as
well as short- and long-term
consequences.

For healthcare professionals
2. A unit guideline on indications of pre- or A (High quality) Guideline
postnatal transfer to a specialised B (High quality)
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centre, which may include facilities for
ECMO, is adhered to by all healthcare
professionals. (4,5) (see TEG Birth &

transfer)
3. Training on the management of PPHN B (High quality) Training
is attended by all responsible healthcare documentation

professionals.

For perinatal and neonatal unit
4. A unit guideline on indications of pre- or A (High quality) Guideline
postnatal transfer to a specialised B (High quality)

centre, which may include facilities for

ECMO is available and regularly

updated, to include: (4,5)

e Resuscitation and early
management are focused on optimal
lung recruitment and ventilation, and
based on neonatal resuscitation
guidelines. (2)

e Diagnosis is confirmed by detection
of pre- and post-ductal saturation
difference of 5-10%.

e 2D echocardiography is performed
to rule out the presence of cardiac
anomalies and assess right heart
function; the degree of pulmonary
hypertension is classified relative to
systemic blood pressure. (5)

¢ Inotropic drugs are used to support
organ perfusion. (5)

e In case of poor organ perfusion,
treatment with inhaled nitric oxide
(iNO) is started. (5,7,8)

e |If there is insufficient response to
iINO despite optimal lung
recruitment, i.v. drugs such as
phosphodiesterase inhibitors
(sildenafil, milrinone) or
prostaglandin are considered. (3)

e ECMO is considered according the
extracorporeal life support
organisation (ELSO) guidelines
(O1>20). (4)

e Local protocols are updated in
regular intervals to ensure
individualised therapy.

For hospital
5. Training on the management of PPHN B (High quality) Training
is ensured. documentation
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6. Access to 24/7 echocardiography, B (High quality) Guideline
radiology, and laboratory support is
ensured.

7. ECMO is only provided in designated B (High quality) Guideline
centres.

For health service
8. A national guideline on indications of B (High quality) Guideline
pre- or postnatal transfer to a
specialised centre, which may include
facilities for ECMO, is available and
regularly updated. (see TEG Birth &
transfer)

Where to go — further development of care

Grading of

Further development evidence

For parents and family

N/A

For healthcare professionals

N/A

For perinatal and neonatal unit

N/A

For hospital

N/A

For health service

e Develop research into optimal saturation targets, use of A (Low quality)
inodilators and additional drugs to treat persistent pulmonary
hypertension (PPHN).

e Provide long-term multidisciplinary standardised follow-up after A (Moderate quality)
discharge. (7)

e Set up an European-wide database for newborn infants with A (Low quality)
PPHN.

Getting started

Initial steps

For parents and family

e Parents and family are verbally informed by healthcare professionals about persistent
pulmonary hypertension (PPHN), treatment strategies as well as short- and long-term
consequences.

For healthcare professionals

e Attend training on management of PPHN.

o Raise awareness to diagnose PPHN.
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For perinatal and neonatal unit

e Develop and implement a unit guideline on indications of pre- or postnatal transfer to a
specialised centre, which may include facilities for ECMO.

e Develop information material about PPHN, treatment strategies as well as short- and
long-term consequences for parents.

For hospital

e Support healthcare professionals to participate in training on management of PPHN
and the use of licensed drugs.

e Ensure facilities and devices for optimal care and follow-up care.

For health service

e Develop and implement a national guideline on indications of pre- or postnatal transfer
to a specialised centre, which may include facilities for ECMO.

Source

1. Steinhorn RH. Advances in Neonatal Pulmonary Hypertension. Neonatology. 2016;109(4):334—
44,

2. Nair J, Lakshminrusimha S. Update on PPHN: Mechanisms and treatment. Semin Perinatol. 2014
Mar;38(2):78-91.

3. Cabral JEB, Belik J. Persistent pulmonary hypertension of the newborn: recent advances in
pathophysiology and treatment. J Pediatr (Rio J). 2013 Jun;89(3):226—42.

4. Extracorporeal Life Support Organization (ELSO). ELSO Guidelines for Neonatal Respiratory
Failure Supplement to the ELSO General Guidelines. 2013 Dec [cited 2018 Jun 22]; Available
from:
https://www.elso.org/Portals/0/IGD/Archive/FileManager/8588d1a580cusersshyerdocumentselsog
uidelinesforneonatalrespiratoryfailure13.pdf

5. Snoek KG, Reiss IKM, Greenough A, Capolupo I, Urlesberger B, Wessel L, et al. Standardized
Postnatal Management of Infants with Congenital Diaphragmatic Hernia in Europe: The CDH
EURO Consortium Consensus - 2015 Update. Neonatology. 2016;110(1):66—74.

6. The Neonatal Inhaled Nitric Oxide Study Group. Inhaled nitric oxide in full-term and nearly full-
term infants with hypoxic respiratory failure. N Engl J Med. 1997;336(9):597—-604.

7. Konduri GG, Vohr B, Robertson C, Sokol GM, Solimano A, Singer J, et al. Early Inhaled Nitric
Oxide Therapy for Term and Near Term Newborn Infants with Hypoxic Respiratory Failure:
Neurodevelopmental Follow-Up. J Pediatr. 2007 Mar;150(3):235-240.e1.

8. Barrington KJ, Finer N, Pennaforte T, Altit G. Nitric oxide for respiratory failure in infants born at or
near term. Cochrane Database Syst Rev. 2017 05;1:CD000399.
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Management of Respiratory Distress Syndrome
Sweet DG, Zimmermann L, Hellstrom-Westas L, Buonocore G, Bohlin K, Herting E

Target group
Newborn infants at risk of Respiratory Distress Syndrome (RDS) and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Newborn infants at risk of Respiratory Distress Syndrome (RDS) receive appropriate
perinatal care including place of delivery, antenatal corticosteroids, guidance around
optimal strategies for delivery room stabilisation, and ongoing respiratory support.

Rationale

The goal is to promote optimum survival without complications for newborn infants at
risk of Respiratory Distress Syndrome (RDS), whilst minimising potential risks of
adverse effects such as pulmonary air leak and bronchopulmonary dysplasia. Many
available therapies for the management of RDS involve balancing benefits of
treatment with potential risks. With modern practice it is essential that anyone
involved in the care of newborn infants is able to comply within their setting to
standards of care expected to achieve best outcomes. (1) Treatment of newborn
infants with RDS requires access to specialist skills and equipment that are not
readily available outside of the neonatal environment. The overall aim is to treat with
early surfactant if it is needed, whilst at the same time trying to avoid unnecessary
intubation and mechanical ventilation by maximising the use of non-invasive
respiratory support and less invasive surfactant administration. (1-3) There are
regularly updated European consensus guidelines which form the basis of this
standard, and provide more detail where required. (1)

Benefits

Short-term benefits
e Reduced mortality (3)
e Reduced pulmonary air leaks (pulmonary interstitial emphysema and
pneumothorax) (4)
¢ Reduced need for invasive ventilation (1)

Long-term benefits
e Improved long-term neurodevelopment (5)
¢ Reduced healthcare costs (6)
e Reduced bronchopulmonary dysplasia (BPD) diagnoses (2)
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Components of the standard

Component Grading of Indicator of
evidence meeting the
standard

For parents and family
1. Parents are informed by healthcare A (Low quality) Patient information
professionals about Respiratory B (High quality) sheet
Distress Syndrome (RDS), survival
rates/morbidity, treatment, and short-
and long-term care. (7)

For healthcare professionals

2. A unit guideline on management of RDS B (High quality) Guideline
is adhered to by all healthcare
professionals.

3. Training on detection and treatment of A (Low quality) Training
RDS in the neonatal intensive care unit B (High quality) documentation
(NICU) is attended by all healthcare
professionals. (8)

4. A unit guideline to determine which A (Moderate quality)  Guideline,
pregnant women have to be transferred audit report
for care to a perinatal centre is adhered
to by all healthcare professionals. (9)

(see TEG Birth & transfer)

For neonatal unit
5. A unit guideline to ensure a B (High quality) Guideline
standardised approach to initial
stabilisation after birth for newborn
infants at risk of RDS is available and
regularly updated, including
e access to blended oxygen (10) A (High quality)
e access to CPAP from birth (2) A (High quality)
e access to manual ventilation A (Moderate quality)
with devices that control
pressures (11) .
e access to pulse oximetry from A (Low quality)
birth (12)

6. A unit guideline is available and A (High quality) Guideline
regularly updated including surfactant B (High quality)
administration, criteria for intubation,
and ventilation strategies with optimal
lung protection. (1,13—16)

For hospital
7. Training on management of RDS is B (High quality) Training
ensured. documentation
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8. Access to radiology, biochemistry, and B (High quality) Audit report
blood gas analysis is provided
throughout the 24 hours.

9. A unit guideline and evidence of quality A (High quality) Guideline,
improvement initiatives are available B (High quality) audit report
within the obstetric service to optimise
the use of prenatal corticosteroid
therapy. (5) (see TEG Birth & transfer)

For health service

10. Women at risk for very preterm birth A (High quality) Audit report
are referred in a timely fashion for
expert care during preghancy and
delivery. (17) (see TEG Birth & transfer)

Where to go — further development of care

Grading of

Further development evidence
For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

e Update guidelines using the current European consensus B (High quality)

guideline.

For hospital

N/A

For health service

N/A
Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about Respiratory Distress
Syndrome (RDS), survival rates/morbidity treatment, and short- and long-term care.

For healthcare professionals

e Attend training on management of RDS.

e Appraise healthcare professional knowledge in the detection and treatment of RDS
and identify gaps in knowledge and training.

For neonatal unit

e Develop and implement a unit guideline on management of RDS based on the
European consensus guidelines.

e Develop information material on RDS for parents.

¢ Develop quality improvement plan for the management of RDS.
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For hospital

e Support healthcare professionals to participate in training on management of RDS.
For health service

N/A

Source

1. Sweet DG, Carnielli V, Greisen G, Hallman M, Ozek E, Plavka R, et al. European Consensus
Guidelines on the Management of Respiratory Distress Syndrome - 2016 Update. Neonatology.
2017;111(2):107-25.

2. Rojas-Reyes MX, Morley CJ, Soll R. Prophylactic versus selective use of surfactant in preventing
morbidity and mortality in preterm infants. Cochrane Database Syst Rev. 2012 Mar
14;(3):CD000510.

3. Soll RF. Prophylactic natural surfactant extract for preventing morbidity and mortality in preterm
infants. Cochrane Database Syst Rev. 2000;(2):CD000511.

4. Ardell S, Pfister RH, Soll R. Animal derived surfactant extract versus protein free synthetic
surfactant for the prevention and treatment of respiratory distress syndrome. Cochrane Database
Syst Rev. 2015 Aug 24;8:CD000144.

5. Roberts D, Brown J, Medley N, Dalziel SR. Antenatal corticosteroids for accelerating fetal lung
maturation for women at risk of preterm birth. Cochrane Database Syst Rev. 2017
21;3:CD004454.

6. Kann IC, Solevag AL. Economic and health consequences of non-invasive respiratory support in
newborn infants: a difference-in-difference analysis using data from the Norwegian patient
registry. BMC Health Serv Res. 2014 Nov 1;14:494.

7. Davidson J, Aslakson R, Long A, et. al. Guidelines for Family-Centered Care in the Neonatal,
Pediatric, and Adult ICU. Crit Care Med. 2017;45(1):103-28.

8. Cusack J, Fawke J. Neonatal resuscitation: are your trainees performing as you think they are? A
retrospective review of a structured resuscitation assessment for neonatal medical trainees over
an 8-year period. Arch Dis Child Fetal Neonatal Ed. 2012 Jul;97(4):F246-248.

9. Boland RA, Davis PG, Dawson JA, Doyle LW. Outcomes of infants born at 22-27 weeks’
gestation in Victoria according to outborn/inborn birth status. Arch Dis Child Fetal Neonatal Ed.
2017 Mar;102(2):F153-61.

10. Saugstad OD, Aune D, Aguar M, Kapadia V, Finer N, Vento M. Systematic review and meta-
analysis of optimal initial fraction of oxygen levels in the delivery room at <32 weeks. Acta
Paediatr Oslo Nor 1992. 2014 Jul;103(7):744-51.

11.  Guinsburg R, de Almeida MFB, de Castro JS, Gongalves-Ferri WA, Marques PF, Caldas JPS, et
al. T-piece versus self-inflating bag ventilation in preterm neonates at birth. Arch Dis Child Fetal
Neonatal Ed. 2017 Jun 29;

12.  Schmélzer GM, Kamlin OCOF, Dawson JA, te Pas AB, Morley CJ, Davis PG. Respiratory
monitoring of neonatal resuscitation. Arch Dis Child Fetal Neonatal Ed. 2010 Jul;95(4):F295-303.

13.  Wheeler K, Klingenberg C, McCallion N, Morley CJ, Davis PG. Volume-targeted versus pressure-
limited ventilation in the neonate. Cochrane Database Syst Rev. 2010 Nov 10;(11):CD003666.

14. Bahadue FL, Soll R. Early versus delayed selective surfactant treatment for neonatal respiratory
distress syndrome. Cochrane Database Syst Rev. 2012 Nov 14;11:CD001456.
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15. Stevens TP, Harrington EW, Blennow M, Soll RF. Early surfactant administration with brief
ventilation vs. selective surfactant and continued mechanical ventilation for preterm infants with or
at risk for respiratory distress syndrome. Cochrane Database Syst Rev. 2007 Oct
17;(4):CD003063.

16. Gopel W, Kribs A, Ziegler A, Laux R, Hoehn T, Wieg C, et al. Avoidance of mechanical ventilation
by surfactant treatment of spontaneously breathing preterm infants (AMV): an open-label,
randomised, controlled trial. Lancet Lond Engl. 2011 Nov 5;378(9803):1627-34.

17.  Zeitlin J, Papiernik E, Bréart G, EUROPET Group. Regionalization of perinatal care in Europe.
Semin Neonatol SN. 2004 Apr;9(2):99-110.
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Management of suspected early-onset neonatal sepsis (EONS)

Stocker M, Buonocore G, Zimmermann L, Hellstrom-Westas L, Klingenberg C,
Kornelisse R, Maier RF, Metsvaht T

Target group
Infants with suspected infection within the first 72 hours after birth and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard
Newborn infants with suspected early-onset infection receive prompt diagnosis and
effective treatment of sepsis while avoiding overuse of antibiotics.

Rationale

The goal is to reduce morbidity and mortality from early-onset sepsis and adverse
effects of overuse of antibiotics. Early diagnosis and treatment of early-onset
neonatal sepsis (EONS) are critical in preventing severe and life threatening
complications and mortality. Diagnosis of EONS is difficult due to the often subtle,
nonspecific clinical presentation and low predictive values of biomarkers. (1-4)
Uncertainty about the presence of neonatal infection may result in unnecessary and
prolonged antibiotic treatment. (5,6) A population-based study in Norway reported a
rate of 2.3% of all term infants started on antibiotic therapy due to suspected EONS,
whereas the incidence of culture-proven EONS was 0.05%. (7) In other European
countries and the United States of America even higher proportions of all term infants
are started on antibiotic therapy. (8,9)

Antibiotics may have several effects: life-saving for the individual with a severe
infection; beneficial for the community hindering spreads of bacteria; problematic for
the community regarding development of resistance and for the individual via
collateral damage of the microbiome. (10) In early life, antibiotic mediated alteration
of the microbiome may have potential consequences for future health. (11-13) In
addition, prolonged duration of antibiotic exposure in preterm infants is associated
with higher mortality and morbidity, such as chronic lung disease, retinopathy of
prematurity, periventricular leucomalacia, and necrotising enterocolitis. (14)
Therefore, reduction of unnecessary or prolonged antibiotic therapy is one of the key
steps of antimicrobial stewardship to improve future health of the individual and to
impede the emergence of multidrug resistant bacteria. (11-16)

Benefits

Short-term benefits
e Reduced mortality (17—-20) and morbidity (21,22)
e Reduced unnecessary and prolonged antibiotic therapy for suspected
infection (7-9)

Long-term benefits
e Reduced development of multidrug resistance (MDR) (15)
¢ Reduced alteration of the infant microbiome, with implication for later
health (10-13)
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Components of the standard

Component Grading of Indicator of
evidence meeting the
standard
For parents and family
1. Parents (at the hospital and at home) A (Low quality) Patient information
are informed by healthcare B (High quality) sheet

professionals about signs, treatment
and consequences of early-onset
neonatal infection. (17,23-26) (see TEG
“Infant- & family-centred developmental
care”)

For healthcare professionals
2. Aunit guideline on management of B (High quality) Guideline
newborn infants with suspected early-
onset neonatal sepsis (EONS) is
adhered to by all healthcare
professionals.

w

Training on management of newborn B (High quality) Training
infants with suspected EONS is documentation
attended by all healthcare

professionals.

4. Ininfants with only one risk factor for A (Moderate quality) Guideline
EONS, vital signs are observed and
monitored for 12-24 hours (17,23-26),
and do not receive antibiotics unless
symptomatic. (17,24,25)

5. Always consider to start parenteral A (Moderate quality) Guideline
antibiotic therapy if newborn infants
have two or more risk factors or clinical
signs possibly related to
sepsis. (17,23-26)

6. Blood cultures are drawn before start of A (Moderate quality) Guideline
antibiotic therapy. (17,23-26)

7. The need for antibiotic therapy is re- A (Moderate quality) Guideline
evaluated after 36-48 hours. (17,23-26)

8. Antibiotic therapy is streamlined as A (Moderate quality) Guideline
soon as blood culture results are
available. (17,23-26)

9. 23" generation cephalosporins or A (Moderate quality) Guideline

carbapenems are not routinely used for
empiric therapy. (17,23—-26)
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For neonatal unit
10. A unit guideline on management of A (Moderate quality) Guideline
newborn infants with suspected EONS B (High quality)
is available and regularly updated in
conjunction with obstetric guidance on
intrapartum prophylaxis. (17,27)

11. Aunit-based antibiotic stewardship A (Moderate quality)  Audit report
programme is established: minimum for
use of 23 generation cephalosporins
or carbapenems. (28-30)

For hospital

12. Training on management of newborn B (High quality) Training
infants with suspected EONS is documentation
ensured.

13. Analysis of blood cultures including A (High quality) Audit report

determination of antibiotic resistance
patterns with daily report of results is
conducted. (15,16,31,32)

14. Hospital-based antibiotic stewardship A (Moderate quality)  Audit report
programme is established: minimum
recording of multidrug resistance
(MDR). (28-30)

For health service
15. A national guideline on management of A (Moderate quality) Guideline
newborn infants with suspected EONS
is available and regularly updated in
conjunction with obstetric guidance on
intrapartum prophylaxis. (27,31-33)

16. Regional/national surveillance and A (Moderate quality)  Audit report
reports of antibiotic resistance patterns
of positive blood cultures are
available. (15,16,31,32)
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Where to go — further development of care

Grading of

Further development .
evidence

For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

¢ Develop an algorithm with biomarker guidance for duration of A (Moderate quality)
antibiotic therapy. (34—36)

For hospital

e Consolidate an antibiotic stewardship programme. (28-30) A (Moderate quality)

For health service

N/A

Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about signs, treatment and
consequences of early-onset neonatal infection.

For healthcare professionals

e Attend training on management of newborn infants with suspected early-onset
neonatal sepsis (EONS).

e Reduce the use of unnecessary antibiotic therapy.

For neonatal unit

e Develop and implement a unit guideline on management of newborn infants with
suspected EONS in conjunction with obstetric guidance on intrapartum prophylaxis.

¢ Develop information material on signs, treatment and consequences of early-onset
neonatal infection for parents.

¢ Use published guidelines regarding management of newborn infants with suspected
EONS.

For hospital

e Support healthcare professional to participate in training on management of newborn
infants with suspected EONS.

e Ensure facilities for rapid detection of bloodstream infection.

e Start with an antibiotic stewardship programme.

For health service

¢ Use published guidelines regarding management of newborn infants with suspected
EONS.

e Develop and implement a national guideline on management of newborn infants with
suspected EONS in conjunction with obstetric guidance on intrapartum prophylaxis.
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Description

Different national guidelines for the management of suspected EONS are published
in Europe and may serve as examples: Guidelines from the United Kingdom

(NICE) (17), from Belgium (24), and Switzerland (26). These guidelines are not
uniform and differ in some points. (27) The diversity of the guidelines reflects the
diversity of their national healthcare system. It is also a consequence of a different
translation of available data to clinical practice such as the approach of maternal risk
factors for EONS. Guidelines for the management of EONS have to be adapted to
the specific healthcare practices such as screening for maternal colonisation with
Group B streptococci, and possibilities for observation of newborns at increased risk
for EONS.

Source

1. Benitz WE. Adjunct laboratory tests in the diagnosis of early-onset neonatal sepsis. Clin Perinatol.
2010 Jun;37(2):421-38.

2. Escobar GJ, Li DK, Armstrong MA, Gardner MN, Folck BF, Verdi JE, et al. Neonatal sepsis
workups in infants >/=2000 grams at birth: A population-based study. Pediatrics. 2000 Aug;106(2
Pt 1):256-63.

3. Mally P, Xu J, Hendricks-Mufioz KD. Biomarkers for neonatal sepsis: recent developments
[Internet]. Research and Reports in Neonatology. 2014 [cited 2017 Nov 6]. Available from:
https://www.dovepress.com/biomarkers-for-neonatal-sepsis-recent-developments-peer-reviewed-
article-RRN

4. Ng PC, Lam HS. Diagnostic markers for neonatal sepsis. Curr Opin Pediatr. 2006 Apr;18(2):125—
31.

5. Berardi A, Fornaciari S, Rossi C, Patianna V, Bacchi Reggiani ML, Ferrari F, et al. Safety of
physical examination alone for managing well-appearing neonates = 35 weeks’ gestation at risk
for early-onset sepsis. J Matern-Fetal Neonatal Med Off J Eur Assoc Perinat Med Fed Asia
Ocean Perinat Soc Int Soc Perinat Obstet. 2015 Jul;28(10):1123-7.

6. Hsieh EM, Hornik CP, Clark RH, Laughon MM, Benjamin DK, Smith PB, et al. Medication use in
the neonatal intensive care unit. Am J Perinatol. 2014 Oct;31(9):811-21.

7. Fjalstad JW, Stensvold HJ, Bergseng H, Simonsen GS, Salvesen B, Rgnnestad AE, et al. Early-
onset Sepsis and Antibiotic Exposure in Term Infants: A Nationwide Population-based Study in
Norway. Pediatr Infect Dis J. 2016 Jan;35(1):1-6.

8. Kuzniewicz MW, Puopolo KM, Fischer A, Walsh EM, Li S, Newman TB, et al. A Quantitative,
Risk-Based Approach to the Management of Neonatal Early-Onset Sepsis. JAMA Pediatr. 2017
Apr 1;171(4):365-71.

9. van Herk W, Stocker M, van Rossum AMC. Recognising early onset neonatal sepsis: an essential
step in appropriate antimicrobial use. J Infect. 2016 Jul 5;72 Suppl:S77-82.

10. Blaser MJ. Antibiotic use and its consequences for the normal microbiome. Science. 2016 Apr
29;352(6285):544-5.

11.  Gensollen T, lyer SS, Kasper DL, Blumberg RS. How colonization by microbiota in early life
shapes the immune system. Science. 2016 Apr 29;352(6285):539—44.
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19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Jernberg C, Léfmark S, Edlund C, Jansson JK. Long-term impacts of antibiotic exposure on the
human intestinal microbiota. Microbiol Read Engl. 2010 Nov;156(Pt 11):3216-23.

Schulfer A, Blaser MJ. Risks of Antibiotic Exposures Early in Life on the Developing Microbiome.
PLoS Pathog. 2015 Jul;11(7):e1004903.

Ting JY, Synnes A, Roberts A, Deshpandey A, Dow K, Yoon EW, et al. Association Between
Antibiotic Use and Neonatal Mortality and Morbidities in Very Low-Birth-Weight Infants Without
Culture-Proven Sepsis or Necrotizing Enterocolitis. JAMA Pediatr. 2016 Dec 1;170(12):1181-7.
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stewardship. Intensive Care Med. 2017 Feb 4;

Holmes AH, Moore LSP, Sundsfjord A, Steinbakk M, Regmi S, Karkey A, et al. Understanding the
mechanisms and drivers of antimicrobial resistance. Lancet Lond Engl. 2016 Jan
9;387(10014):176-87.

National Collaborating Centre for Women’s and Children’s Health. Antibiotics for ealy-onset
neonatal infection: anbiotics for the prevention and treatment of early-onset neonatal infection.
Appendices A-J. R Coll Obstet Gynaecol. 2012;

Heath PT, Balfour G, Weisner AM, Efstratiou A, Lamagni TL, Tighe H, et al. Group B
streptococcal disease in UK and Irish infants younger than 90 days. Lancet Lond Engl. 2004 Jan
24;363(9405):292—4.

Money DM, Dobson S, Canadian Paediatric Society, Infectious Diseases Commitee. The
prevention of early-onset neonatal group B streptococcal disease. J Obstet Gynaecol Can JOGC
J Obstet Gynecol Can JOGC. 2004 Sep;26(9):826—40.

Phares CR, Lynfield R, Farley MM, Mohle-Boetani J, Harrison LH, Petit S, et al. Epidemiology of
invasive group B streptococcal disease in the United States, 1999-2005. JAMA. 2008 May
7;299(17):2056-65.

Bedford H, de Louvois J, Halket S, Peckham C, Hurley R, Harvey D. Meningitis in infancy in
England and Wales: follow up at age 5 years. BMJ. 2001 Sep 8;323(7312):533-6.

Levent F, Baker CJ, Rench MA, Edwards MS. Early outcomes of group B streptococcal meningitis
in the 21st century. Pediatr Infect Dis J. 2010 Nov;29(11):1009-12.

Barrington K. Management of the infant at increased risk for sepsis. Paediatr Child Health. 2007
Dec;12(10):893-905.

Mahieu L, Langhendries J-P, Cossey V, De Praeter C, Lepage P, Melin P. Management of the
neonate at risk for early-onset Group B streptococcal disease (GBS EOD): new paediatric
guidelines in Belgium. Acta Clin Belg. 2014 Oct;69(5):313-9.

Polin RA, Committee on Fetus and Newborn. Management of neonates with suspected or proven
early-onset bacterial sepsis. Pediatrics. 2012 May;129(5):1006—15.

Stocker M, Berger C, McDougall J, Giannoni E, Taskforce for the Swiss Society of Neonatology
and the Paediatric Infectious Disease Group of Switzerland. Recommendations for term and late
preterm infants at risk for perinatal bacterial infection. Swiss Med Wkly. 2013 Sep 19;143:w13873.

van Herk W, el Helou S, Janota J, Hagmann C, Klingenberg C, Staub E, et al. Variation in Current
Management of Term and Late-preterm Neonates at Risk for Early-onset Sepsis: An International
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Cantey JB, Patel SJ. Antimicrobial stewardship in the NICU. Infect Dis Clin North Am. 2014
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Neonatal jaundice

Borszewskq—Kornacka M, Buonocore G, Zimmermann L, Hellstrom-Westas L,
Marlow N, Ozek E, Perrone S, Tottoczko J

Target group
Newborn infants and parents

User group
Healthcare professionals, neonatal units, hospital, and health service

Statement of standard
All newborn infants are assessed for neonatal jaundice with the aim of implementing
effective prevention of severe hyperbilirubinaemia.

Rationale

Hyperbilirubinaemia is common in newborn infants. Physiological jaundice appears
after the first 24 hours of life and usually resolves spontaneously within the first
week. However, neonatal hyperbilirubinaemia may also become more severe and
require treatment to prevent or treat bilirubin encephalopathy and risk of later
cerebral palsy and hearing deficiencies. Monitoring of bilirubin levels in all newborn
infants, and awareness of risk factors, are vital for adequate management. Risk
factors for severe neonatal hyperbilirubinaemia include: prematurity, haemolytic
disorders, early jaundice (<24 hours), bruising and haematoma after delivery,
infections, excessive weight loss, family history of jaundice — including conditions
such as spherocytosis, conjugation disorders, and haemoglobinopathies, for example
sickle cell anaemia and glucose-6-phosphate dehydrogenase deficiency
(G6PD),which are more prevalent in Mediterranean, African and Asian
populations. (1-3)

Phototherapy is effective in reducing bilirubin concentrations. Initiation of
phototherapy should take into account the gestational age, postnatal age and risk
factors. Phototherapy usually may be implemented without separating mother and
infant. Severe hyperbilirubinaemia may be treated effectively by blood exchange
transfusion and the use of gammaglobulin may reduce the need for exchange
transfusion in the presence of ongoing haemolysis. (4,5)

In most European countries, national professional societies and health services have
developed comprehensive guidelines and charts for the management of
hyperbilirubinaemia in their populations, which should be followed. (6—12) It is also
critical to monitor for prolonged jaundice (greater than 14 days) in newborn infants
and investigation should detect the presence of conjugated hyperbilirubinaemia in
such infants. (4,13,14)

Benefits

Short-term benefits
e Reduced occurrence of severe neonatal jaundice (4,15,16)
¢ Reduced length of hospital/NICU stay (5)
o Early detection of cholestasis (17)
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Long-term benefits
¢ Reduced neurological complications (16)
e Reduced occurrence of hearing loss (16)
¢ Reduced hospital readmission (17)

Components of the standard

Component Grading Indicator of
of evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare A (Moderate quality)  Patient information
professionals about identification, B (High quality) sheet

prevention, and management of
hyperbilirubinaemia. (2,14,15)

2. Parents are informed by healthcare A (High quality) Patient information
professionals about the role of B (High quality) sheet
breastfeeding and adequate nutrition in
the prevention of
hyperbilirubinaemia. (4) (see TEG
Nutrition, see TEG Care procedures)

For healthcare professionals

3. A unit guideline on hyperbilirubinaemia B (High quality) Guideline
including management after discharge
is adhered to by all healthcare
professionals.

4. Transcutaneous bilirubinometers is A (High quality) Guideline
used to screen newborn infants for
hyperbilirubinaemia. (3,18-23)

5. Training in the management of A (High quality) Training
hyperbilirubinaemia is attended by all B (High quality) documentation
healthcare professionals. (4,16)

For neonatal unit

6. A unit guideline on hyperbilirubinaemia B (High quality) Guideline
including management after discharge
is available and regularly updated.

For hospital

7. Training in the management of B (High quality) Training
hyperbilirubinaemia is ensured. documentation

8. Equipment for the diagnosis and B (High quality) Audit report

management of hyperbilirubinaemia,
including transcutaneous
bilirubinometers, is provided.
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For health service

9. A national guideline on management of B (High quality) Guideline
hyperbilirubinaemia including
management after discharge is
available and regularly updated.

10. Systems for the identification of A (High quality) Audit report,
prolonged jaundice are available and guideline
audited. (4)

Where to go — further development of care

Grading of

Further development .
evidence

For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

N/A

For hospital

N/A

For health service

e Support research in new therapeutic modalities, cost A (Moderate quality)
effectiveness, and improvement in technology. (24)

Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about identification,
prevention, and management of hyperbilirubinaemia.

For healthcare professionals

e Attend training in the management of hyperbilirubinaemia.

For neonatal unit

e Use published guidelines regarding management of hyperbilirubinaemia including
management after discharge. (17)

e Develop and implement a unit guideline on hyperbilirubinaemia including management
after discharge.

e Develop information material about identification, prevention, and management of
hyperbilirubinaemia for parents.

For hospital

e Support healthcare professionals to participate in training in the management of
hyperbilirubinaemia.

e Provide equipment for non-invasive measurement of bilirubin.

For health service

e Develop and implement a national guideline on hyperbilirubinaemia including
management after discharge.
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Neurological monitoring of the high-risk infant: EEG and aEEG
Hellstrom-Westas L, Zimmermann L, Buonocore G, Dudink J, Gressens P, Pellicer A

Target group
e Term and preterm infants at risk for brain injury:
¢ Infants with hypoxic-ischaemic encephalopathy (HIE)
Infants with encephalopathy for other causes (e.g. metabolic)
Infants with suspected or verified seizures
Infants requiring intensive care and/or surgery
Infants with suspected/confirmed congenital central nervous system (CNS)
anomalies
o Parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

In order to improve evaluation and outcomes of newborn infants at risk of brain
injury, management includes neurological monitoring using a structured, age-
appropriate neurological assessment and a range of devices to evaluate brain
haemodynamics, oxygen transport, brain function, and imaging, as required.

Rationale

Newborn infants comprise a high-risk population for developing brain injury, during
the first days after birth due to respiratory, haemodynamic, infectious, or metabolic
instability. Full term and preterm infants with hypoxia-ischaemia, CNS infections, or
congenital anomalies are at particular risk of brain injury. Early recognition of on-
going disturbances of brain function or structural damage is important in
implementing preventive or treatment strategies, and appropriate follow-up. Early
detection of cerebral compromise, such as encephalopathy and seizures, is
associated with better management of these conditions. High-risk infants should be
identified as early as possible, the patient history together with a structured clinical
examination and repeated clinical observations form the basis of the evaluation. The
electroencephalogram (EEG) provides sensitive detection of abnormal brain
function. (1,2) Continuous monitoring with a full montage EEG or the limited-channel
amplitude-integrated EEG (aEEG) has been increasingly used in neonatal units and
is excellent in the detection and grading of the severity of cerebral compromise in
both term and preterm infants, and can be used for early evaluation before
interventions such as therapeutic hypothermia. (3—11) Modern aEEG monitors also
display the raw EEG (aEEG/EEG), which improves seizure detection. (12,13) The
use of continuous EEG or aEEG/EEG monitoring is associated with earlier seizure
diagnosis and better seizure management. (14,15) Studies in asphyxiated newborn
infants have shown that aEEG combined with near-infrared spectroscopy is

useful. (16,17)
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Benefits

Short-term benefits
e Improved evaluation of clinical symptoms, including seizures, and early
detection of cerebral compromise (2,6,14,18,19)
¢ Refined clinical management of neonatal seizures, including more efficient
treatment and less use of antiepileptic drugs (14,15,18-20)
e Early prediction of outcome may assist medical decisions such as
interventions and redirection of care (5,9,10,21)

Long-term benefits
e Improved long-term outcomes (22-25)
e Improved cost-effectiveness (26,27)
¢ Reduced exposure to antiepileptic drugs (15,20)

Components of the standard

Component Grading Indicator of
of evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare B (High quality) Patient information
professionals about the role of EEG and sheet

aEEG/EEG monitoring.
For healthcare professionals
2. A unit guideline on neurological A (High quality) Audit report,
monitoring including EEG and B (High quality) guideline
aEEG/EEG monitoring is adhered to by
all healthcare professionals, to include
e asphyxiated newborn infants,
including undergoing therapeutic
hypothermina (3-5,5,6,16,23,26)
¢ infants at risk of and undergoing
treatment for seizures. (6,12—15,18—

20,22,23,28)
3. Specific training on the use of EEG and A (Moderate quality) Training
aEEG/EEG monitoring is attended by all B (High quality) documentation

responsible healthcare
professionals. (5,11,14,27,29)

4. Teams with a focus of interest on EEG A (High quality) Guideline
and aEEG/EEG monitoring (e.g. B (High quality)
neonatologists, neurologists, neuro-
physiologists, nurses, radiologists,
radiographers, and physicists) are
established. (29,30)
For neonatal unit
5. A unit guideline on the implications of B (High quality) Guideline
EEG and aEEG/EEG monitoring is
available and regularly updated.
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For hospital

6. Training on the use of EEG and
aEEG/EEG monitoring is
ensured. (5,11,14,27,29)

A (Moderate quality)
B (High quality)

7. An interdisciplinary team for
neurological evaluation (including EEG
and aEEG/EEGQG) of high-risk infants in
the NICU is supported. (14,15)

A (Moderate quality)

8. Facilities for EEG and aEEG/EEG
monitoring and interpretation are
provided.

B (High quality)

For health service

9. High-risk infants are transferred to
NICUs with appropriate neuro-
monitoring systems and expertise. (31)

A (High quality)

Where to go — further development of care

Further development

For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

e Develop a full neonatal neuro-critical care concept, including
guidelines and close collaboration with neurologists. (13,19,24)

For hospital

e Use monitoring systems that allow for expert evaluation of
aEEG/EEG or EEG 24/7 also from outside the hospital.

For health service

e Monitor incidence, treatment and long-term outcomes after
neonatal seizures. (15,24,25)

e Develop multi-centre expertise by sharing EEG databases.

Getting started

Initial steps
For parents and family

Guideline

Audit report

Audit report

Audit report,
guideline

Grading of
evidence

A (Moderate quality)

A (Low quality)

A (High quality)

B (Moderate quality)

e Parents are verbally informed by healthcare professionals about the implications of EEG

monitoring.
For healthcare professionals
e Attend training on the use of EEG and aEEG/EEG monitoring.
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e Identify leading staff with a focus of interest on neonatal neurological evaluation and
monitoring.

For neonatal unit

e Develop and implement a unit guideline on the use of EEG and aEEG/EEG monitoring.

e Develop parental information material about EEG and aEEG/EEG monitoring, also
including parental perspectives.

e Provide resources for specific training on EEG and aEEG/EEG monitoring tools.

For hospital

e Support healthcare professionals to participate in training on the use of aEEG/EEG and
EEG monitoring.

e Provide technology for EEG or aEEG/EEG monitoring.

For health service

e Create systems to effectively transfer high-risk infants to NICUs with appropriate
neuromonitoring systems and expertise.

Description

Electroencephalography (EEG) and amplitude-integrated EEG (aEEG) for evaluation
of brain function in high risk infants

A majority of adverse events affecting brain function in term and preterm infants
occur during deliver or the first week after birth. Such events include perinatal
asphyxia, cerebral haemorrhages, ischaemia, metabolic and infectious conditions.
Cerebral symptoms may be vague or entirely absent but may also include
encephalopathy and seizures. Evaluation of brain function with convetional EEG or
continuous monitoring with the aEEG/EEG gives diagnostic and prognostic
information in high-risk term and preterm infants. Continuous video-EEG monitoring
can be considered to be the gold standard, but this method is not available in all
neonatal intensive care units (NICU) and not feasible for routine monitoring of large
numbers of high-risk infants. During the last two decades EEG and aEEG/EEG
monitoring have been increasingly used worldwide in compromised newborn infants.

Newborn infants with compromised brain function or at risk for developing severe
cerebral complications should be monitored closely by clinical observation and
continuously with aEEG/EEG. Conventional EEG should be performed in newborn
infants monitored by aEEG/EEG.

Regular knowledge updates and training of healthcare professionals in basic
management and evaluation of aEEG/EEG and EEG is of utmost importance.
Several studies have reported that insufficient training in aEEG/EEG is associated
with poorer and unreliable performance of the monitoring. For this reason,
aEEG/EEG monitoring should be conducted in collaboration with clinical
neurophysiologists or neurologists, and for most monitored newborn infants at least
one standard EEG should be recorded. (13,28-30,32-35)

Several studies have demonstrated that the electrocortical activity is one of the most
sensitive measures for early evaluation of brain function and early prediction of
outcome in asphyxiated newborn infants. Consequently, it is recommended to record
the aEEG/EEG for evaluation of asphyxiated newborn infants before hypothermia
treatment. (5,21) In asphyxiated term infants, simultaneous monitoring with
aEEG/EEG and NIRS is associated with more precise outcome prediction. (16,17)
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Clinical identification of suspected seizures is not reliable since a majority of neonatal
seizures have only subtle clinical symptoms or are entirely subclinical. Brain
monitoring with aEEG/EEG and EEG in asphyxiated newborn infants allows earlier
recognition of seizures in newborn infants with HIE, and with more precise treatment
of seizures and the use of fewer antiepileptic drugs. (14,15,18,19,22-25,36)

The compressed aEEG trend alone is not sensitive enough for detection of seizures
since especially brief seizures may be missed in the compressed trend. However, if
both aEEG and raw-EEG is inspected around 80-90% of all seizures that can be
identified in a standard EEG may be detected. (13,37) Development of efficient
automated seizure detection alarms is urgently needed in the busy NICU setting.

Many studies have also shown that aEEG and EEG may be sensitive early predictors
of outcome in preterm infants (1,7,9,10), but clinical experience of aEEG in very
preterm infants is still limited. The early predictive accuracy of aEEG and EEG can
be expected to be lower in preterm infants than in term infants since the long-term
outcome of especially very preterm infants may be affected by later complications
during the clinical course.

The neonatal neurocritical care concept is an emerging strategy which includes a
care concept based on specially trained NICU healthcare professionals and
interdisciplinary teams that include neurologists, guidelines and protocols for
consistent management of newborn infants at risk of neurological injury, aEEG/EEG
and EEG monitoring of high-risk infants, and long-term follow up. (31) The first
reports from NICUs practicing neurocritical care show very promising

results. (15,24,25,27)
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Neurological monitoring in the high-risk infant: Near-infrared
spectroscopy (NIRS)

Pellicer A, Hellstrom-Westas L, Zimmermann L, Buonocore G, Dudink J, Gressens P

Target group
e Term and preterm infants at risk for brain injury:
¢ Infants with hypoxic-ischaemic encephalopathy (HIE)
Infants with encephalopathy for other causes (e.g. metabolic)
Infants with suspected or verified seizures
Infants requiring intensive care and/or surgery
Infants with suspected/confirmed congenital central nervous system (CNS)
anomalies
e Parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

In order to improve evaluation and outcomes of newborn infants at risk of brain
injury, management includes neurological monitoring using a structured, age-
appropriate neurological assessment and a range of devices to evaluate brain
haemodynamics, oxygen transport, brain function, and imaging, as required.

Rationale

Infants requiring neonatal intensive care constitute a high-risk population for
developing brain injury, particularly full term and preterm infants exposed to hypoxia-
ischaemia, CNS infections, or with congenital anomalies.

In the first hours after birth, there is imbalance between blood flow and oxygen
supply to the brain due to haemodynamic adaptation during transitional circulation,
particularly in the very preterm infant. (1) Low and fluctuating cerebral blood flow are
associated with adverse outcomes. (2,3) Experimental models and observational
studies confirm that both hyper- and hypoxaemia may cause irreversible brain

injury. (4—6) The vulnerability of this population, the severity of underlying clinical
conditions, and the complexity of care make continuous, cot-side, and non-invasive
monitoring tools valuable. Near-infrared spectroscopy (NIRS) derived regional tissue
oxygen saturation of haemoglobin (rStOz2) is an absolute value, which corresponds to
mixed blood saturation, used in the clinical setting as a surrogate measure for
venous oxygen saturation (SvO.). (7) Indirect assessment of cerebral blood flow has
been shown to correlate with rStO,. (8) This non-invasive, continuous monitoring
system may help to adjust interventions that have effects on blood and oxygen
supply to the brain. (9) Bilateral brain monitoring may detect differential perfusion
between hemispheres.
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Benefits

Short-term benefits
Reduced burden of cerebral hypo- and hyperoxia in preterm infants in the first

72 h after birth (10,11)

Improved neuroprotection after asphyxia using combined NIRS and MRI

measurements of brain perfusion (12)

Improved maintenance of theoretically safe cerebral oxygenation levels in

infants with congenital heart defects (13)

Long-term benefits
Reduced all-cause mortality in extremely preterm infants (10)
Improved long-term outcomes in extremely preterm infants (14)

Components of the standard

Component Grading

For
1.

For
2.

of evidence

parents and family
Parents are informed by healthcare B (High quality)
professionals about the role of near-
infrared spectroscopy (NIRS)
monitoring.
healthcare professionals
A unit guideline on neurological A (High quality)
monitoring including NIRS is adhered B (High quality)
to by all healthcare professionals, to
include
¢ Newborn infants during resuscitation
at birth (<15 min) (11,15,16)
e Extremely preterm infants in the first
72 h after birth (9,10,17)
e Asphyxiated newborn infants
undergoing therapeutic
hypothermia (18,19)
¢ Infants undergoing surgery with
cardio-pulmonary bypass (13,20—
22)

Training on NIRS monitoring is A (High quality)
attended by all responsible healthcare B (High quality)
professionals. (9,17,20,21,23)

Teams with a focus of interest on B (High quality)
neuro-critical care, including

neonatologists, neurologists, neuro-

physiologists, nurses, radiologists,

radiographers, and physicists are

established.

40

Indicator of
meeting the
standard

Patient information
sheet

Guideline

Training
documentation

Guideline
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For neonatal unit
5. A unit guideline on neurological A (High quality) Guideline
monitoring including NIRS is available B (High quality)
and regularly updated including
standardised operational
procedures. (7,9,17,23)
For hospital
6. Training on NIRS monitoring is A (High quality) Training
ensured. (7,17,20,21,23) B (High quality) documentation
7. Facilities for NIRS monitoring are B (High quality) Audit report

provided.

8. An interdisciplinary team for neuro-
critical care of high-risk infants in the
NICU is supported.

B (Moderate quality)  Audit report

For health service

9. High-risk infants are transferred to A (High quality) Audit report,

NICUs with appropriate neuro- guideline
monitoring systems and expertise. (24—
26)
Where to go — further development of care
Grading of
Further development -

For parents and family

N/A

For healthcare professionals

e Monitor perioperative NIRS in infants with non-cardiac complex
neonatal surgery. (27,28)

For neonatal unit

N/A

For hospital

N/A

For health service

N/A

A (Low quality)

Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about the role of NIRS.
For healthcare professionals

e Attend training on NIRS monitoring.
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e Identify leading healthcare professionals with a focus of interest on neonatal
neurological monitoring.

For neonatal unit

e Develop and implement a unit guideline on neurological monitoring including NIRS.

e Develop parental information material about NIRS monitoring also including parent

perspectives.
e Provide resources for specific training on NIRS monitoring.
For hospital

e Support healthcare professionals to participate in training on NIRS monitoring.

For health service

o Create systems to effectively transfer high-risk infants to NICUs with appropriate
neuro-monitoring systems and expertise.

Description

The NIRS sensor is placed at the forehead avoiding cavities, superior sagittal sinus,
intra or extra-cranial huge blood collections, or vascular malformations, if known.
Scalp oedema will also influence the quality of the NIRS signal. In the smallest
newborn infants and those with poor perfusion states sensor position is rotated to
avoid tissue injury related to compression or heat. (7,17)

Commercial NIRS devices incorporate similar technology but different wavelengths
and computational algorithms translating changes in light absorption into rStO»
absolute values. (7) Systematic approach has evidenced huge differences in rStO»
according to device or probe (23,29), so that device-specific reference ranges or
limits have to be used.

Neonatal resuscitation after birth: Clinical assessment of the newborn infant carries
high inter-observer variability particularly when scoring preterm or term infants in
need of resuscitation. (30) Oxygen saturation targeting and the use of supplemental
oxygen during transition remain controversial topics. (31) The use of pulse oximetry
or heart rate monitoring during resuscitation has not led to improvements on the
short or long-term outcomes. (32) rStO, and fractional oxygen extraction reference
ranges and percentile charts for the interpretation of cerebral oxygenation during
immediate transition to avoid hypo- and hyperoxia of the brain during resuscitation
appears promising. (11,15,16) Yet, routine interventions based on rStO» during
resuscitation need development and evaluation.

Extremely low gestational age newborn infants: Recent studies have shown an
association of cerebral rStO> levels and clinical outcomes. (33) Low rStO2 on the first
day of life associates surrogated measures of compromised systemic blood flow and
risk of intraventricular haemorrhage. (34) Impaired cerebral blood flow autoregulation
assessed by NIRS and arterial blood pressure monitoring associates abnormal
systemic (and cerebral) blood flow distribution, death and severe brain injury. (35,36)
Cerebral oxygenation can be stabilised in the preterm infant during the first 72 hours
from birth by the combined use of rStO2-NIRS monitoring and a pathophysiological,
brain oriented treatment guideline with no record of severe adverse events. (9,10)
The quality of evidence supporting some of the listed statements in the intervention
algorithm is generally low, however, are all routinely used in clinical care of these
patients. (9) Although important early surrogate outcomes, such as aEEG at day 3 of
postnatal life or neuroimaging, did not significantly differ between the study groups
(37,38), post hoc analyses showed that early burden of cerebral hypoxia was
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significantly associated with low brain electrical activity and severity of intracranial
haemorrhage. (14) So far, definitive evidence of benefit for improvement of long-term
clinical outcomes is needed as the technology is not cheap, requires manipulation
and additional staff time, and may have unwanted effects. (10)

HIE: Cerebral hypoperfusion during the first hours after birth is followed by
hyperperfusion, even during treatment with moderate hypothermia. Potential
differences according to the severity of brain injury (moderate vs severe) have been
identified. (12,18) NIRS measurements of oxygenation and MRI measurements of
brain perfusion show good correlation. (12) However, the predictive capacity of NIRS
changes lacks consistency. (18,19) As yet, widespread recommendation of NIRS
monitoring to guide important clinical decisions in asphyxiated newborn infants
cannot be made.

Congenital heart disease (CHD): NIRS may be a useful adjunct particularly during
cardiopulmonary bypass to optimise perfusion. NIRS-derived measures of systemic
oxygen balance correlate with global circulatory measures and biochemical
indicators of shock. (20) Algorithms have been developed to guide interventions
based on rStO, values during the perioperative period. (21) However, the current
literature on the use of NIRS alone does not demonstrate improvement in neurologic
outcome. (22) Prospective data evaluating NIRS findings and relevant outcomes in
this population difficult to compare, because of the variable disease physiology,
variable baseline values, and small sample sizes. These issues prevent extrapolation
to wider CHD population.

Other complex surgical procedures conducted during the neonatal period, such as
congenital diaphragmatic hernia or esophageal atresia (27,28), might be additional
scenarios where NIRS may play a role to guide surgeons and anesthetists during the
intervention procedures.
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Neurological monitoring in the high-risk infant: ultrasound and MRI
scanning
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Target group
e Term and preterm infants at risk for brain injury:
¢ Infants with hypoxic-ischaemic encephalopathy (HIE)
Infants with encephalopathy for other causes (e.g. metabolic)
Infants with suspected or verified seizures
Infants requiring intensive care and/or surgery
Infants with suspected/confirmed congenital central nervous system (CNS)
anomalies
e Parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

In order to improve evaluation and outcomes of newborn infants at risk of brain injury,
management includes neurological monitoring using a structured, age-appropriate
neurological assessment and a range of devices to evaluate brain haemodynamics,
oxygen transport, brain function, and imaging, as required.

Rationale

Infants requiring neonatal intensive care constitute a high-risk population for
developing brain injury, especially during the first days after birth due to respiratory,
haemodynamic, infectious, or metabolic instability. Full term and preterm infants
exposed to hypoxia-ischaemia or infections, or carrying conditions such as
congenital malformations, antenatal (maternal) risk factors, neonatal diseases
potentially involving CNS, or late prematurity, among others, are exposed to
increased risk of brain injury. Early recognition of on-going disturbances of brain
function or structural damage is important in implementing preventive or treatment
strategies, and appropriate follow-up. Early detection of cerebral compromise, such
as encephalopathy or seizures, is associated with better management of these
conditions. High-risk infants should be identified as early as possible, the patient
history together with a structured clinical examination and repeated clinical
observations form the basis of the evaluation. The vulnerability of this population, the
severity of underlying clinical conditions, and the complexity of care deserve
preferably continuous, cot-side, and non-invasive monitoring tools. This can be
accomplished from four perspectives: haemodynamics and oxygen transport,
connectivity and function, structure, and clinical expression. The ultimate goal is to
prevent or reduce risk for brain injury by early identification of high-risk infants and
improved clinical management.
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Benefits

Short-term benefits

e Reduced mortality and morbidity (i.e., detect sinovenous thrombosis, severe
haemorraghes or post-haemorrhagic ventricular dilatation) (1-11)

e Direct feedback on neuroprotective interventions (i.e., low molecular weight
heparin treatment for cerebral vein thrombosis, ventricular reservoir taps,
ventriculo-peritoneal shunt treatment) (1-8)

e Improved assessment of severity of brain damage which might redirect care
(i.e., in patients with hypoxic ischaemic encephalopathy (HIE), arterial stroke,
venous infarction) (1-12)

e Provides proxy biomarker for outcome for evaluation in neuroprotective

intervention trials (11-16)
Informs prognosis for physicians and parents (11-16)

Long-term benefits
e More focused follow-up programmes (5,16—-20)
e Improved understanding of brain injury pathophysiology (5,12,14,17-19)
e Improved assessment of neonatal brain development to guide future
prevention and intervention strategies (5,16—19)

Components of the standard

Component Grading Indicator of
of evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare A (Moderate Patient
professionals about the role of brain  quality) information sheet
imaging. (21) B (High quality)
For healthcare professionals
2. A unit guideline on neurological A (High quality) Audit report,
monitoring including brain imaging is B (High quality) guideline

adhered to by all healthcare

professionals, to include

e term infants with suspected brain
injury (1-5,9-13,15,16)

e very preterm infants (1-5,12)

3. Training on ultrasound and MRI B (High quality) Training
procedures is attended by all documentation
responsible healthcare
professionals.

4. Teams with a focus of interest on B (High quality) Guideline
neuroimaging (e.g. nurses,
neonatologists, neurologists, neuro-
physiologists, radiologists,
radiographers, and physicists) are
established. (18)
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For neonatal unit
5. A unit guideline on neurological A (High quality) Guideline
monitoring including brain imaging is B (High quality)
available and regularly updated, to
include standardised operational
procedures for cranial ultrasound
(CUS) (22—24) and magnetic
resonance imaging
(MRI). (20,21,25-27)

For hospital

6. Training on ultrasound and MRI A (High quality) Training
procedures is ensured. (20,21,25— B (High quality) documentation
27)

7. An interdisciplinary team for B (Moderate Audit report

neurological evaluation of high-risk quality)
infants in the NICU is supported.

8. Facilities for brain imaging (CUS and B (High quality) Audit report
MRI) are provided.

For health service

9. High-risk infants are transferred to A (High quality) Audit report,
NICUs with appropriate neuro- guideline
monitoring systems and expertise.

(17,28)

Where to go — further development of care

Grading of

Further development evidence

For parents and family

N/A

For healthcare professionals

N/A

For neonatal unit

e Develop a full neonatal neuro-critical care concept, B (Moderate
including guidelines and close collaboration with quality)
neurologists.

For hospital

N/A

For health service

e Monitor incidence, treatment and long-term outcomes after A (High quality)
neonatal brain injury such as intra-ventricular
haemorrhage. (18)

e Develop multi-centre expertise by sharing imaging B (Moderate
databases. quality)
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Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about the role of brain
imaging.

For healthcare professionals

e Attend training on ultrasound and magnetic resonance imaging (MRI) procedures.

e Identify leading healthcare professionals with a focus of interest on neonatal
neurological monitoring.

For neonatal unit

e Develop and implement a unit guideline on neurological monitoring including brain
imaging.

o Develop parental information material about brain imaging, also including parental
perspectives.

e Provide resources for specific training on brain imaging tools.

For hospital

e Support healthcare professionals to participate in training on ultrasound and MRI
procedures.

For health service

o Create systems to effectively transfer high-risk infants to NICUs with appropriate
neuro-monitoring systems and expertise.

Description

Despite several major advances in fetal and neonatal care, the frequency of
neurodevelopmental disability among the survivors of neonatal intensive care
remains high. Although mortality for both, preterm infants and severely compromised
term infants has decreased, the population of newborn infants at risk for neurological
disability is still increasing. (29,30) Neuroimaging is a critical investigation in the
provision of adequate diagnostic or prognostic information for parents. (1-5)
Neuroimaging in newborn infants at risk of brain damage is oriented to:

a. Diagnosing brain injury to provide the most appropriate medical management.

b. Early detection of lesions associated with long-term neurodevelopmental
disabilities.

Early diagnosis of structural brain damage can steer neuroprotective and/or
neurorehabilitation treatment strategies, and guide appropriate follow up. It can also
give us an understanding of the pathophysiology. (1-5)

Neonatal neuroimaging techniques such as CUS, MRI and CT scanning have been
used for many decades and have proven to be extremely helpful assessing brain
maturation and injury. However, there are still several challenges associated with
neonatal neuroimaging, which will be highlighted below. (5,11,13,25)

Proper assessment of neonatal brain images requires extensive knowledge about
neonatal brain injury (aetiology, pathophysiology, prognosis), developmental neuro-
anatomy (neuro-embryology), the advantages and disadvantages of the different
imaging techniques, pitfalls and optimal timing. (5,11,13,25) Furthermore, the
transport and sedation of critically ill neonates for both MRI and CT scanning often
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represents a major challenge. (25-27) Proper scanning requires a dedicated team.
The most common used neonatal neuroimaging modalities are: CUS and MRI. The
use of CT is very limited and because of radiation should tried to be avoided. All
these factors have to be taken into account when choosing timing and modality to
image the neonatal brain.

There are advantages and disadvantages for each of the modalities: (5,11,13,25-27)

Cerebral Ultrasound

Advantages

Disadvantages

Bedside, patient friendly, save
Reliable for detection of severe
haemorrhagic lesions (e.g. peri-
intraventricular haemorrhage-
P/IVH- in preterms) and severe
white matter damage

Doppler technique (detection of
thrombosis)

Specific lesions: germinolytic
cysts, calcifications, lenticulo-
strtriate vasculopathy -LSV
Repeated assessments (i.e.,
measurements such as the
Levene index in
posthaemorrhagic ventricle
dilatation —-PHVD patients)

Difficult to detect cortical
abnormalities

Difficult to detect posterior fossa
abnormalities (the use of
posterior fontanel and mastoid
fontanel can be of help)

Less reliable in detecting small
lesions and subtle white matter
damage

Difficult to assess myelinisation

MRI

Advantages

Disadvantages

Relatively safe (no radiation)
Good assessment of whole brain
(including cortex and posterior
fossa)

Detailed information about brain
development (including
myelination)

Reliable information about
localisation and extent of brain
damage

Reliable for detection of small
lesions and subtle white matter
damage

Special sequences for different
purposes: e.g.,diffusion-
weighted imaging (DWI)
(cytotoxic oedema), diffusion
tensor imaging (DTI)
(quantitative white matter tract
analysis), magnetic resonance
venography (MRV) (venous

More burden/distress for (often
unstable) infants and medical
team: transport issues, sedation,
time consuming

High costs (depending on
hospital)

Some lesions more difficult to
assess (LSV, calcifications,
germinolytic cysts)
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system), susceptibility weighted
imaging (SWI) (haemorrhages),
contrast (tumour, abscess),
magnetic resonance
angiography (MRA) (arterial

vessels)
CT
Advantages Disadvantages
e Good visualisation of bone e Relatively unsafe (radiation)
structures e Poor tissue contrast (low
e Often wider availability than MRI resolution)

e To detect haemorrhages beyond
one week can be difficult

Disease states and recommended neuroimaging technique*:
*Based on several factors, including local availability, expertise, and protocols.

Cerebral Ultrasound (examples)

e High-risk neonatal conditions: e.g. preterms (gestational age (GA) less than 32
weeks), intrauterine growth restriction, congenital abnormalities (syndromes),
post-resuscitation, HIE, meningitis/encephalitis, metabolic diseases, symptomatic
hypoglycaemia, hyperbilirubinemia (above exchange transfusion threshold),
sudden severe anaemia, congenital heart defects, post-surgery, pre-
extracorporeal membrane oxygenation (ECMO), post-ECMO, sudden clinical
deterioration.

o Newborn infants with neurological symptoms/signs: e.g. seizures, hyper- or
hypotonia, abnormal movements, abnormal consciousness, unexplained central
apneas, unexplained irritability and restlessness, micro- or macrocephaly.

MRI (examples)

Neurological symptoms not explained by other diagnoses

Convulsions

Symptomatic hypoglycaemia

Severe hyperbilirubinemia and neurological symptoms or abnormal
ultrasound

HIE grade Il or IlI

P/IVH with PHVD or periventricular haemorrhagic infarction (PVHI)
(Suspected) congenital CNS abnormalities

(Suspected) sinovenous thrombosis

Abnormalities in posterior fossa

Parenchymal injury (periventricular leukomalacia -PVL>Il, intraparenchymal
haemorrhage, stroke, inhomogeneous periventricular echogenicity -PVE)
e Symptomatic extra-cerebral haemorrhage

Suggested timing of neuroimaging:
Cerebral Ultrasound

Term infants:
e Neurological symptoms suggesting brain injury: as soon as
possible (to exclude acute conditions that need intervention)
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e Suspected congenital CNS abnormalities: 1t day after birth
Preterm infants:

e GA >28 weeks: scan on day 1-3-7-14,21,28, at 6 weeks and at
term equivalent age (TEA)

e GA< 28 weeks: scan on day 1-3-7-14-21-28- than every two
weeks until 34 weeks GA and at term equivalent age (TEA)

¢ Intensify CUS in case of abnormalities or after episode of
clinical deterioration (e.g. unexplained anaemia, neurological
symptoms, P/IVH, PHVD, inhomogeneous PVE, cerebellar
haemorrhage, surgery, HIE, CNS infection, metabolic disease,

etc.)
MRI
Term infants (examples):
e Neurological symptoms of unknown origin: as soon as possible
e Hypoxic Ischemic Encephalopathy: between day 4-7
e Suspected parenchymal damage (e.g. stroke): between 3-7
days after insult
Preterm infants (examples):
¢ Neurological symptoms of unknown origin: as soon as
possible
e Routine neuroimaging in extreme preterm infants: preferred
timing around TEA
Source

1. Govaert P, De Vries LS. An Atlas of Neonatal Brain Sonography, 2nd Edition [Internet]. 2010
[cited 2018 Jun 14]. Available from: https://www.wiley.com/en-
us/An+Atlas+of+Neonatal+Brain+Sonography%2C+2nd+Edition-p-9781898683568

2. Rutherford MA. MRI of the Neonatal Brain. 2002.

3. Barkovich AJ. MR imaging of the neonatal brain. Neuroimaging Clin N Am. 2006 Feb;16(1):117—
135, viii—ix.

4. Meijler G. Neonatal Cranial Ultrasonography [Internet]. [cited 2018 Jun 14]. Available from:
https://www.springer.com/la/book/9783642213199

5. van Wezel-Meijler G, Steggerda SJ, Leijser LM. Cranial ultrasonography in neonates: role and
limitations. Semin Perinatol. 2010 Feb;34(1):28-38.

6. Brouwer MJ, de Vries LS, Groenendaal F, Koopman C, Pistorius LR, Mulder EJH, et al. New
reference values for the neonatal cerebral ventricles. Radiology. 2012 Jan;262(1):224-33.

7. Davies MW. Reference ranges for the linear dimensions of the intracranial ventricles in preterm
neonates. Arch Dis Child - Fetal Neonatal Ed. 2000 May 1;82(3):218F—223.

8. Levene MI. Measurement of the growth of the lateral ventricles in preterm infants with real-time
ultrasound. Arch Dis Child. 1981 Dec;56(12):900—4.

9. De Vries LS, Van Haastert I-LC, Rademaker KJ, Koopman C, Groenendaal F. Ultrasound
abnormalities preceding cerebral palsy in high-risk preterm infants. J Pediatr. 2004
Jun;144(6):815-20.
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and 9 years. Dev Med Child Neurol. 1999 Dec;41(12):826-33.

Plaisier A, Govaert P, Lequin MH, Dudink J. Optimal Timing of Cerebral MRI in Preterm Infants to
Predict Long-Term Neurodevelopmental Outcome: A Systematic Review. Am J Neuroradiol. 2014
May 1;35(5):841-7.

Sanchez Fernandez I, Morales-Quezada JL, Law S, Kim P. Prognostic Value of Brain Magnetic
Resonance Imaging in Neonatal Hypoxic-Ischemic Encephalopathy: A Meta-analysis. J Child
Neurol. 2017 Nov;32(13):1065-73.

Ment LR, Hirtz D, Hippi PS. Imaging biomarkers of outcome in the developing preterm brain.
Lancet Neurol. 2009 Nov;8(11):1042-55.

Ancel P-Y, Livinec F, Larroque B, Marret S, Arnaud C, Pierrat V, et al. Cerebral palsy among very
preterm children in relation to gestational age and neonatal ultrasound abnormalities: the
EPIPAGE cohort study. Pediatrics. 2006 Mar;117(3):828-35.

Skiéld B, Vollmer B, Béhm B, Hallberg B, Horsch S, Mosskin M, et al. Neonatal Magnetic
Resonance Imaging and Outcome at Age 30 Months in Extremely Preterm Infants. J Pediatr.
2011 Nov 3;160:559-566.e1.

Woodward LJ, Anderson PJ, Austin NC, Howard K, Inder TE. Neonatal MRI to predict
neurodevelopmental outcomes in preterm infants. N Engl J Med. 2006;355(7):685-694.

Glass HC, Bonifacio SL, Peloquin S, Shimotake T, Sehring S, Sun 'Y, et al. Neurocritical care for
neonates. Neurocrit Care. 2010 Jun;12(3):421-9.

Allen MC. Preterm outcomes research: a critical component of neonatal intensive care. Ment
Retard Dev Disabil Res Rev. 2002;8(4):221-33.

Spittle A, Orton J, Anderson PJ, Boyd R, Doyle LW. Early developmental intervention
programmes provided post hospital discharge to prevent motor and cognitive impairment in
preterm infants. Cochrane Database Syst Rev. 2015 Nov 24;(11):CD005495.

Arthur R. Magnetic resonance imaging in preterm infants. Pediatr Radiol. 2006 Jul;36(7):593—-607.
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to parents of preterm infants. BMC Pediatr. 2016 Feb 11;16:25.

Ecury-Goossen GM, Camfferman FA, Leijser LM, Govaert P, Dudink J. State of the Art Cranial
Ultrasound Imaging in Neonates. JoVE J Vis Exp. 2015 Feb 2;(96):€52238-e52238.

Steggerda SJ, Leijser LM, Walther FJ, van Wezel-Meijler G. Neonatal cranial ultrasonography:
How to optimize its performance. Early Hum Dev. 2009 Feb 1;85(2):93-9.

de Vries LS, Benders MJNL, Groenendaal F. Imaging the premature brain: ultrasound or MRI?
Neuroradiology. 2013 Sep;55 Suppl 2:13-22.

Plaisier A, Raets MMA, van der Starre C, Feijen-Roon M, Govaert P, Lequin MH, et al. Safety of
routine early MRI in preterm infants. Pediatr Radiol. 2012 Oct;42(10):1205—11.
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Neurological monitoring in the high-risk infant: clinical neurological
evaluation

Gressens P, Hellstrom-Westas L, Zimmermann L, Buonocore G, Dudink J, Pellicer A

Target group
e Term and preterm infants at risk for brain injury:
¢ Infants with hypoxic-ischaemic encephalopathy (HIE)
Infants with encephalopathy for other causes (e.g. metabolic)
Infants with suspected or verified seizures
Infants requiring intensive care and/or surgery
Infants with suspected/confirmed congenital central nervous system (CNS)
anomalies
e Parents

User group
Healthcare professionals, neonatal units, hospitals, follow-up teams, and health
services

Statement of standard

In order to improve evaluation and outcomes of newborn infants at risk of brain
injury, management includes neurological monitoring using a structured, age-
appropriate neurological assessment and a range of devices to evaluate brain
haemodynamics, oxygen transport, brain function, and imaging, as well as long-term
follow-up of neuro-motor function as required.

Rationale

Infants requiring neonatal intensive care constitute a high-risk population for
developing brain injury, particularly full term and preterm infants exposed to hypoxia-
ischaemia, CNS infections, or with congenital anomalies.

Early recognition of disturbed brain function or structural brain injury is important in
the institution of preventive or treatment strategies, and appropriate follow-up. Early
detection of neurological compromise, such as encephalopathy or seizures, is
associated with better management of these conditions. (1-4)

The patient history, a structured neurological examination and repeated clinical
observations form the basis of evaluation. After discharge, standardised follow-up
and assessment of neurological, motor, cognitive and behavioural function are the
mainstay of monitoring, to identify sequelae of perinatal brain injury (see TEG Follow-
up & continuing care). Early identification of impaired function will improve clinical
management and long-term functional outcomes. (5—10) Parental questionnaires can
be combined with formal motor assessment in high-risk populations. (11) Motor
assessment tests should be validated in their specific cultural settings. (12)

Benefits

Short-term benefits
o Early identification of neuromotor impairments (5-8)

Long-term benefits
e Improved long-term neuromotor outcomes (8)
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Components of the standard

Component

For parents and family

1.

Parents are informed by healthcare
professionals about the role of clinical
neurological evaluation and the
importance of neurological follow-up.

For healthcare professionals

2.

A unit guideline on comprehensive
clinical neurological evaluation and the
use of technological investigation is
adhered to by all healthcare
professionals. (see TEG Medical care &
clinical practice) (5-9)

Specific training on clinical neurological
evaluation of high-risk infants is
attended by all responsible healthcare
professionals. (5-7,9)

Teams with a focus of interest on neuro-
critical care, including neonatologists,
neurologists, neuro-physiologists,
nurses, radiologists, radiographers, and
physicists are established.

For neonatal unit

5.

A unit guideline on comprehensive
clinical neurological evaluation and the
use of technological investigation is
available and regularly updated. (5-9)

For hospital and follow-up team

6.

Specific training on clinical neurological
evaluation of high-risk infants is
attended is ensured. (5-7,9)

Facilities for clinical neurological
evaluation of high-risk infants are
provided.

An interdisciplinary team for neuro-
critical care of high-risk infants in the
NICU is supported.

An organised follow-up programme for
high-risk infants including neurological,

56

Grading
of evidence

B (High quality)

A (High quality)
B (High quality)

A (High quality)
B (High quality)

B (High quality)

A (High quality)
B (High quality)

A (High quality)
B (High quality)

B (High quality)

B (Moderate quality)

B (High quality)
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Training

documentation

Guideline

Guideline
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documentation
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Audit report
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motor and behavioural assessments is
established.

For health service

10. Pregnant women with fetuses with
identified neurological problems and
high-risk newborn infants are
transferred to centres with appropriate
clinical neurological evaluation systems
and expertise. (see TEG Birth &
transfer) (13)

11. Follow-up programme for high-risk
newborn infants, including neurological,
motor and behavioural assessments, as
well as parental questionnaires is
ensured.

12. Benchmarking of long-term neurological
outcomes of high-risk infants is
established. (11,14)

Where to go — further development of care

Further development

For parents and family

N/A

For healthcare professionals
N/A

For neonatal unit

N/A

For hospital

N/A

For health service

N/A

Getting started

Initial steps
For parents and family

A (High quality)

B (High quality)

A (High quality)
B (High quality)

Audit report,
guideline

Guideline

Audit report

Grading of
evidence

e Parents are verbally informed about the role of clinical neurological evaluation and the

importance of neurological follow-up.
For healthcare professionals

e Attend training on clinical neurological evaluation of high-risk infants.
e Identify leading healthcare professionals with a focus of interest on neonatal

neurological evaluation.
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For neonatal unit

e Develop and implement a unit guideline comprehensive clinical neurological evaluation
and the use of technological investigation.

e Develop parental information material on clinical neurological evaluation and the
importance of follow-up also including parent perspectives.

e Provide resources for specific training on the various neonatal neurological examination
tools.

For hospital

e Support healthcare professionals to participate in training on clinical neurological
evaluation of high-risk infants.

For health service

e Create systems to effectively transfer high-risk infants to NICUs with appropriate neuro-
monitoring systems and expertise.

e Establish a follow-up programme for high-risk newborn infants including neurological,
motor and behavioural assessments as well as parental questionnaires.

Description

The standardised clinical neurological examination constitutes the basis of the
evaluation of high-risk infants and should be performed repeatedly in the acute
phase and later on in infants at risk for neurodevelopmental sequels.

In the neonatal intensive care unit (NICU)

¢ Neurological assessment should be performed repeatedly in term and preterm
infants with overt or suspected clinical signs from the central and/or peripheral
nervous system, including seizures. Several validated methods are available for
term (1,5,6) and preterm infants (7-9), including for example the
Dubowitz Neurological Assessment of the Preterm and Full-term Infant (5,7), the
neurological assessment by Amiel-Tison (6), the Assessment of Preterm Infants'
Behaviour (APIB) (15), Neonatal Intensive Care Unit Network Neurobehavioural
Scale (NNNS) (16), Prechtl's Assessment of General Movements (GMs) (17),
and other. (8,9,18)

e Moderately preterm and term infants with hypoxic-ischaemic encephalopathy
(HIE), including infants subjected to therapeutic hypothermia, should be
repeatedly assessed during the first days of life to produce gradings of
encephalopathy using Sarnat criteria or Thompson scores. (1-3)

¢ Neonatal pain/comfort assessmentsare used for repeated assessments of infant
behaviour during, intensive care and pain should always be excluded as a
potential cause of abnormal behaviour in infants. (19)

Long-term outcomes

First two years after birth

Several neurodevelopmental and neuropsychological tests have been developed for
postnatal evaluation of high-risk infants in different countries and hence in different
languages. Some of them have been translated and validated in different (but not all)
languages, making in some way, general recommendations very difficult.
Accordingly, the following description is based on relatively largely adopted tests but
might require some adaptations, depending on the considered part of the world. It is
important to remember that a translated test must be validated prior to its generalised
use.

; CIm\/IN|



european standards of
care for newborn health

e The follow-up should aim at early diagnosis and categorisation of
neurodevelopmental problems, including cerebral palsy, motor function, hearing
and vision impairments, alongside medical problems such as feeding problems,
growth and respiratory function.

e Systematic neuro-motor evaluation can be valuable using well validated tests,
such as the Alberta Infant Motor Scale (AIMS) (20), and the Peabody
Developmental Motor Scales. (21)

e The clinical neurodevelopmental evaluation should be combined with other
assessment methods as required and which may include cerebral ultrasound and
MRI, NIRS, aEEG/EEG, EEG, hearing tests, ophthalmological and genetic
testing, as appropriate.

Evaluation around 2 and 5-51% years of age

Long-term follow-up should be offered to infants with a significant risk of developing
long-term neurodevelopmental sequels, and who could benefit in their function and
quality of life from early detection and special intervention/training for these sequels.
High-risk groups include: extremely preterm infants (gestational age <28 weeks),
severely growth restricted infants, infants with morphological brain injury
(intraventricular haemorrhage grade 3-4, periventricular leukomalacia, stroke,
posthaemorrhagic ventricular dilatation, malformations), infants with moderate-
severe HIE including infants who needed hypothermia treatment, infants with severe
encephalopathies of other causes (e.g. kernicterus, seizures due to hypoglycaemia,
metabolic diseases), central nervous system infection and severe neonatal
morbidities (e.g. major surgery, sepsis, necrotising enterocolitis, need for nitric oxide
or extracorporeal membrane oxygenation). (11,14)

There seems to be some international agreement that 2 and 5-5'2 years of
(corrected for prematurity, when relevant) age are suitable for evaluation of high-risk
infants. These age levels have been chosen since children with adverse
development, including cerebral palsy, benefit from early diagnosis and training by
physiotherapists. The standardised age-groups also allow for better international
comparisons of outcomes.

The present standard has a focus on neurological and motor assessment which
should be combined with evaluation of cognitive, behavioural and psychiatric
outcomes (see TEG Follow-up & continuing care). Several methods are available,
e.g. the Bayley Scales of Infant and Toddler Development (BSID) (22) and the
Brunet-Lezine assessment in the younger children. (23) Neurological examination
should be performed in a standardised way (24), and e.g. the Movement Assessment
Battery for Children (Movement ABC) (25) and other motor assessment tests can be
used for evaluation of motor function, including developmental coordination disorders
(DCD). Cognitive testing is often done with the Wechsler Preschool and Primary
Scale of Intelligence (WPPSI) or the Wechsler Intelligence Scale for Children
(WISC).

Categorisation of motor outcome should preferably be done according to the Gross
Motor Function Classification System (GMFCS) (26), which also facilitates
international comparisons of outcomes. Hand function in children with cerebral palsy
can easily be classified with the Manual Ability Classification System (MACS) (27),
also in children younger than 4 years.

Follow-up at 2 years should include:
Neurological and neurodevelopmental testing, including cognition and language (e.g.
BSID, Brunet-Lezine or equivalent). Assessment of motor function (e.g. Peabody,
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Movement ABC). Behavioural and autism screening as required (see TEG Follow-up
& continuing care).

Follow up at 5-5' years should include:

Neurological testing (standardised) and motor function (e.g. Movement-ABC)
cognitive function (WPPSI IV or WISC), behavioural tests. Reading and writing
evaluation at school age (see TEG Follow-up & continuing care).

For infants at risk of developing motor deficits it is recommended to have a dedicated
paediatric physiotherapist present during follow up visits for motor assessments
(preferably using standardised test). Hand function should preferably be assessed in
conjunction with motor assessment in children with suspected or deviant motor
function. (28)

A high proportion of children with morphological brain injury develop cerebral visual
impairments, including preterm infants with white matter injury, term infants with
stroke or other perinatal brain injury. In order to optimise long-term outcomes by
early support of visual functioning in compromised children, it is recommended to
screen children with known perinatal brain injury for cerebral visual impairments. (29)
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2. Thompson CM, Puterman AS, Linley LL, Hann FM, van der Elst CW, Molteno CD, et al. The value
of a scoring system for hypoxic ischaemic encephalopathy in predicting neurodevelopmental
outcome. Acta Paediatr Oslo Nor 1992. 1997 Jul;86(7):757-61.
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Postnatal management of newborn infants with hypoxic ischaemic
encephalopathy (HIE)

Van Bel F, Hellstrom-Westas L, Zimmermann, L Buonocore G, Murray D, Saliba E,
Thoresen M

Target group
Term and near term infants with hypoxic ischaemic encephalopathy (HIE) and
parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Newborn infants who have suffered from severe hypoxic-ischaemia receive early
evaluation and appropriate postnatal management including therapeutic hypothermia
and monitoring.

Rationale

The goal is to reduce long-term effects of hypoxic ischaemic brain injury. Moderate to
severe perinatal asphyxia in term and near term infants is one of the most important
causes of neonatal death and adverse motor and cognitive outcome, with an
incidence of 2-20 per 1000 live born infants, depending in which part of the world
they are born. (1) Until recently, therapy was limited to stabilisation of the newborn
infant and treatment of hypoxic ischaemic encephalopathy (HIE) induced seizures.
Reduction of the body temperature to 33.5°C is the only established therapy which
has shown a decrease in adverse outcomes after perinatal asphyxia (death or
substantial disability at 18 months of age) from about 66% for non-cooled infants to
50% in cooled infants. (2,3) Intensive research is ongoing to explore
(pharmacological) neuroprotective interventions which could be used in addition to
hypothermia to improve outcome. (4—7)

Benefits
Short-term benefits

¢ Reduced brain injury due to excitatory neurotransmitters and reactive oxygen
species (8,9)

e Improved prognosis using stratified hypoxic ischaemic encephalopathy (HIE)
severity, e.g. using neurophysiological monitoring (a-EEG (10—-12) or EEG)
(13) (see TEG Medical care & clinical practice)

e Reduced brain injury by early treatment of seizures (13,14)

¢ Reduced mortality (3)

Long-term benefits
e Improved neurocognitive outcome, increasing the rate of disability free
outcome at 5 years (3,15) reduced health and societal costs (16), reduced
occurrence of epilepsy at 2 years (7), less severe cerebral palsy in
survivors (15)
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Components of the standard

Component Grading of Indicator of
evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare A (Low quality) Patient information
professionals about the management B (High quality) sheet
and outcome of hypoxic ischaemic C (Moderate quality)

encephalopathy (HIE). (17-20)

2. Parents receive counselling regarding B (High quality) Clinical records
the expected short- and long-term C (Moderate quality)
outcome and prognosis related to HIE
prior to discharge by healthcare
professionals. (20)

For healthcare professionals

3. A unit guideline on management of HIE B (High quality) Guideline
including criteria for hypothermia
treatment is adhered to by all healthcare
professionals.

4. Training in assessment and A (Moderate quality)  Training
management of encephalopathic infants B (High quality) documentation
is attended by all responsible healthcare
professionals. (21,22)

5. Moderate hypothermia treatment is A (High quality) Audit report
started within 6 hours and continued for
72 hours after birth of eligible
infants. (2,23)

For neonatal unit
6. A unit guideline on management of HIE A (Moderate quality) Guideline
(22) including monitoring blood glucose, B (High quality)
a-EEG, seizures (14), heart rate (24),
oxygen saturation (25), PCO:(14,25),
and blood pressure is available and
regularly updated.

7. Infants who require hypothermia B (Moderate quality) Guideline
treatment are managed in centres with
documented expertise and experience
including necessary transfer. (see TEG
Birth & transfer)

For hospital

8. Training in assessment and B (High quality) Training
management of encephalopathic infants documentation
is ensured.
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9. At designated units, cooling devices and B (High quality) Audit report
monitoring equipment are available.

For health service

10. A national guideline on management of B (High quality) Guideline
HIE including criteria for hypothermia
treatment is available and regularly
updated.

11. Hypothermia treatment including B (High quality) Audit report
documented follow-up at 2 years (e.qg.
Bayley IIl or similar) and necessary
education is coordinated and organised.

12. Support services for families with infants B (High quality) Audit report
with HIE are available.

Where to go — further development of care

Grading of

Further development evidence

For parents and family

e Use routine health service and education data for long-term B (Moderate quality)
follow-up programmes.

For healthcare professionals

N/A

For neonatal unit

e Develop regional training programmes on early assessment B (High quality)
and management of hypoxic ischaemic encephalopathy (HIE).

¢ Research on improved interventions, monitoring care and B (Moderate quality)
outcome predictors.

For hospital

N/A

For health service

¢ Develop asphyxia registry service including outcome at 2 B (Moderate quality)

years. (14,18)

Getting started

Initial steps

For parents and family

o Parents are verbally informed by healthcare professionals about the management and
outcome of hypoxic ischaemic encephalopathy (HIE) by healthcare professionals.

For healthcare professionals

e Attend training in assessment and management of encephalopathic infants.

e Join post-graduate education with respect to hypothermia and a-EEG or EEG
monitoring and interpretation technique/knowledge.

e Develop appropriate neurodevelopmental follow-up expertise.
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For neonatal unit

e Develop and implement a unit guideline on management of HIE including criteria for
hypothermia treatment.

o Develop information material on management and outcome of HIE for parents.

e Provide appropriate devices and knowledge how to use device(s). (22)

For hospital

e Support healthcare professionals to participate in training assessment and
management of encephalopathic infants.

e Provide appropriate budget and technical support for training and equipment.

For health service

e Develop and implement a national guideline on management of HIE including criteria
for hypothermia treatment and follow-up.

e Recognise that therapies discussed in this statement are mandatory.

Description

Apart from the supportive therapies such as stabilisation of haemodynamics, support
of respiration, monitoring of physiological parameters and metabolism (e.g. glucose
metabolism, electrolytes, etc.) and treatment of seizures, moderate hypothermia
(target; 33-34°C) should be initiated as soon as possible and not later than six hours
after birth (within the so-called therapeutic window) and continued for 72 hours, with
appropriate sedation and pain management. (2,23) It is important to anticipate the
possible side effects of induced hypothermia; including thrombocytopenia;
hypotension; arrhythmia/bradycardia and hearing loss. (3,26) If sepsis or infection is
suspected, antibiotic treatment should be considered. Although beyond the scope of
this topic, appropriate (brain) monitoring is mandatory. Depression of background
amplitude on early amplitude-integrated EEG (a-EEG) or abnormal multi-channel
EEG activity is an excellent indicator of severity, and can be used to stratify babies
for therapeutic hypothermia. Continuous a-EEG/EEG monitoring is essential to
detect electrographic seizures and the effect of anticonvulsant treatment. In addition,
the use of near infrared spectroscopy-monitored cerebral oxygenation (rScOz) can be
useful to estimate severity. Proper documentation of brain injury, including serial
neurological examination (cranial ultrasound; MRI, preferably with diffusion
sequences) as well as biochemical markers in blood/serum or plasma is important to
determine the prognosis in the first week of life. Be aware of the effect of
hypothermia per se on biochemical markers (27—29) and physiological variables. (21)
Systematic neurobehavioural testing and documentation at two years follow-up in
survivors (e.g. Bayley Il (30) or Griffiths (31) as well as at early school age for long
term, e.g. 5-8 years (see TEG Follow-up & continuing care). (18)

1. General measures (hemodynamic/respiratory stabilisation; treatment of
convulsions; metabolic/electrolyte surveillance)

2. Moderate whole body hypothermia (33.5+0.5°C)

3. Add-on therapies when such are proven effective in trials (e.g.
pharmacology/noble gasses/repair with umbilical cord stem cells)

1 and 2 are established therapies and are standard clinical practice, 3 are
experimental and are currently under clinical investigation.
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Several phase Il and Il studies are underway for assessment as add-on therapies to
be used with hypothermia, mostly pharmacological therapy (rhEPO; melatonin;
allopurinol) and ventilation with noble gases (Xenon); Repair with stem cells (e.g.
mesenchymal stem cells, autologous (UMBC cells) and allogeneic transplantation
are being investigated). (4,13,32-34)

Source
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Postnatal support of transition and resuscitation

Steidl MF, Buonocore G, Zimmermann L, Hellstrdom-Westas L, Flemmer AW, Ridiger
M, Saugstad OD, Trevisanuto D, Vento M

Target group
Newborn infants, pregnant women with risk factors, their partners, and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Support of postnatal transition to extrauterine life is based on internationally
consented guidelines, which are based on scientific evidence, and is performed in an
appropriate structured and equipped environment by trained personnel.

Rationale

Postnatal adaptation to extrauterine life is a complex process during which air
breathing is established and circulatory changes take place. Difficulties may occur
with transition in situations such as preterm birth and following perinatal asphyxia.
These situations account for much of the associated neonatal mortality and
morbidity. (1—4) Certain problems that arise during birth may be anticipated. (5)
Transition should be supported appropriately and formal resuscitation instituted when
necessary. High-risk deliveries should be attended by individuals trained in advanced
resuscitation, but all healthcare professionals attending deliveries should be trained
in basic neonatal resuscitation techniques.

The International Liaison Committee on Resuscitation (ILCOR) provides
comprehensive recommendations for the management at transition and resuscitation
of the newborn infant, which are adapted by international bodies such as the
European Resuscitation Council. (6—-8) These recommendations are updated
regularly, translated and adapted by the respective regional or national
organisations.

Training in the practical skills of resuscitation should be undertaken in all maternity
settings, including all responsible disciplines, using a neonatal resuscitation courses
(see TEG Education & training).

Benefits

Short-term benefits
¢ Reduced mortality and morbidity (6,8)

Long-term benefits
¢ Improved neurodevelopmental outcome (6,8)
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Components of the standard

Component Grading of Indicator of
evidence meeting the
standard
For parents and family
1. Pregnant women with risk factors and B (High quality) Patient information
their partners are informed by sheet

healthcare professionals and
counseled before birth. (see TEG Birth
& transfer)

Parents are informed by healthcare B (Moderate quality) Patient information
professionals about the possible need sheet

for support at transition and the risks

thereof in infants at high-risk for

resuscitation.

Parents are invited to be present during A (High quality) Guideline
resuscitation. (8—10)

Parents are provided with opportunities B (High quality) Clinical record,
to debrief following a resuscitation of parent feedback
their infant.

For healthcare professionals

5.

A guideline on resuscitation, including B (High quality) Guideline
post-resuscitation care, is adhered to
by all healthcare professionals. (6,8)

Training on current resuscitation A (Moderate quality)  Training
recommendations, guidelines and local B (High quality) documentation
equipment is attended by all

responsible healthcare professionals

using accredited courses. (6,8) (see

TEG Education & Training)

Equipment needed for resuscitation is B (High quality) Audit report
regularly checked.

For neonatal unit

8.

A guideline on neonatal resuscitation, B (High quality) Guideline
including post-resuscitation care, and

arrangements for transfer to expert

services where necessary, is available

and regularly updated. (6,8)
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9. Information to support emergency calls
is clearly displayed within the delivery
suite and neonatal unit to cover:

e further help (manpower)
e consultation (knowledge)
e neonatal transport

10. Team debriefing after resuscitation is
provided.

11. Healthcare professionals trained in
resuscitation are available throughout
the 24 hours.

For hospital
12. Training on resuscitation including
simulation scenarios is ensured.

13. Facilities for appropriate resuscitation
and for resuscitation training (e.g.
mannequins for simulation) are
provided. (11,12)

For health service

14. A national guideline on neonatal
resuscitation is available and regularly
updated.

Where to go — further development of care

Further development

For parents and family
N/A
For healthcare professionals

e Video recording of transition management is conducted and

structured feedback is given. (13)

e Provide emergency telemedicine consultation for neonatal

resuscitation. (14)

72

B (High quality)

B (High quality)

B (High quality)

B (High quality)

A (High quality)
B (High quality)

B (High quality)

Guideline

Healthcare
professional
feedback
Audit report

Training
documentation

Audit report

Guideline

Grading of
evidence

B (Moderate quality)

A (Low quality)
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For neonatal unit

e Establish debriefing rounds for resuscitation situations, B (Moderate quality)
including interdisciplinary work with psychologists.
e Establish regular quality meetings within one week after B (Moderate quality)

delivery to check defined quality parameters of pre- and
postnatal management (lung maturation, admission
temperature etc.) together with nurses, midwifes, obstetricians,
neonatologists, psychologists.

For hospital

e Establish the chance of bonding with the mother immediately B (High quality)
after successful support of postnatal transition.

For health service

e Support research into new techniques and approaches for B (High quality)
neonatal resuscitation.

Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals about resuscitation.

For healthcare professionals

e Offer prenatal counseling by neonatologists.

e Attend training on basic neonatal resuscitation.

e Establish centralisation for high-risk deliveries in advance.

For neonatal unit

e Develop and implement a guideline on resuscitation.

o Develop information material on neonatal transition phase and potential resuscitation
for parents.

e Provide adequate training for healthcare professionals.

For hospital

e Support healthcare professionals to participate in resuscitation training.

e Support healthcare professionals in implementing measures for quality improvement.

For health service

e Develop and implement a national guideline on neonatal resuscitation.

Source

1. World Health Organization. Causes of child mortality [Internet]. WHO. 2016. Available from:
http://www.who.int/gho/child_health/mortality/causes/en/
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mortality [Internet]. WHO. 2016 [cited 2018 May 29]. Available from:
http://apps.who.int/gho/data/node.sdg.3-2-viz-3?lang=en

3. Lehtonen L, Gimeno A, Parra-Llorca A, Vento M. Early neonatal death: A challenge worldwide.
Semin Fetal Neonatal Med. 2017;22(3):153-60.
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Neonatal Resuscitation: 2015 American Heart Association Guidelines Update for
Cardiopulmonary Resuscitation and Emergency Cardiovascular Care (Reprint). Pediatrics. 2015
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Resuscitation Council Guidelines for Resuscitation 2015 Section 7. Resuscitation and support of
transition of babies at birth. Resuscitation. 2015;95:249-63.
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decisions. Resuscitation. 2005 Dec;67 Suppl 1:5171-180.
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Prevention, detection, documentation, and treatment of retinopathy of
prematurity (ROP)

Hellstrom A, Hellstrom-Westas L, Zimmermann L, Buonocore, G, Hard AL, Stahl A

Target group
Preterm infants at risk of severe retinopathy of prematurity (ROP) defined by national
guidelines and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Screening programmes for detection, documentation, and treatment of sight
threatening retinopathy of prematurity (ROP) in all units caring for very preterm
infants, as well as preventive measures such as control of oxygen supplementation
and promotion of optimal nutrition are established.

Rationale

The goal is to prevent visual impairment and blindness due to retinopathy of
prematurity (ROP), which is a major cause of childhood blindness and mainly affects
extremely preterm infants. (1,2) Uncontrolled oxygen supplementation and poor
neonatal monitoring are important factors contributing to increased ROP risk, even in
more mature infants. (3)

Hospitals caring for very preterm infants need programmes promoting adherence to
oxygen saturation targets and avoidance of hyperoxia, through implementation of
appropriate alarm levels, education of healthcare professionals, oxygen titration
guidelines, and sufficient number of skilled attendants. Automated oxygen control
can improve SpO- targeting and may be an alternative. (4) Prevention and
management of ROP require close inter-disciplinary collaboration.

Hospitals caring for very preterm infants should adhere to screening and treatment
programmes for ROP, based on existing evidence.

These programmes define:
e screening inclusion criteria,
e timing of eye examination:
o first examination generally at 4-6 weeks of age but not before a
postmenstrual age of 31 weeks
o follow-up screening examinations biweekly to twice a week depending
on findings
choice of dilating drops and information on how to avoid systemic absorption
any topical anaesthesia
indication for treatment
follow-up of treated infants following appropriate protocols based on the type
of treatment

Currently, most hospitals adhere to the US recommendations for screening (5) and
for treatment, the recommendations of the Early Treatment for Retinopathy of
Prematurity Group (6) are followed in many countries.
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Benefits

Short-term benefits
e Reduced occurrence of severe retinopathy of prematurity (ROP) needing
treatment (7-9)
e Improved identification of infants needing treatment for ROP (5,10)
e Increased number of infants treated timely (5,10)
e Reduced stress for parents (11)

Long-term benefits
e Reduced occurrence of visual impairment and blindness caused by ROP (7-
9)

Components of the standard

Component Grading of Indicator of
evidence meeting the
standard
For parents and family
1. Parents are informed by healthcare A (Low quality) Patient information
professionals about retinopathy of B (High quality) sheet

prematurity (ROP), screening,
treatment, and outcomes including the
importance of breastfeeding for the
prevention of ROP. (see TEG Care
procedures) (11,12)

For healthcare professionals

2. A unit guideline on prevention and B (High quality) Guideline
management of ROP is adhered to by
all healthcare professionals.

3. Training on oxygen saturation targets is A (High quality) Training
attended by all responsible healthcare B (High quality) documentation
professionals. (13)

For neonatal unit

4. A unit guideline on prevention and A (High quality) Guideline
management of ROP is available and B (High quality)
regularly updated. (5,6,14)

S A unit guideline for control of oxygen A (Moderate quality)  Audit report,
supplementation is available and B (High quality) guideline
regularly updated. (15)

For hospital
6. Training on prevention and B (High quality) Training
management of ROP is ensured. documentation

7. Availability of expert personnel for fail- A (Moderate quality)  Audit report
safe system of ophthalmological B (High quality)
screening and treatment is ensured. (5)
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For health service

8. A national guideline on prevention and B (High quality)
management of ROP is available and
regularly updated.

9. Rate of blindness and impaired vision B (High quality)
due to ROP is monitored nationally.

Where to go — further development of care

Further development

For parents and family

N/A

For healthcare professionals

¢ Initiate seamless information transfer systems between clinics
and hospitals and measures to improve patient adherence to
ophthalmological follow-up during screening and after
treatment. (16—18) (see TEG Follow-up & continuing care)

For neonatal unit

N/A

For hospital

N/A

For health service

e Consider telemedicine support for screening for retinopathy of
prematurity (ROP). (10,19)

e Support research into causes and treatment of ROP. (20)

Getting started

Initial steps
For parents and family

Guideline

Audit report

Grading of
evidence

B (Moderate quality)

A (Moderate quality)

B (Moderate quality)

e Parents are verbally informed by healthcare professionals about retinopathy of
prematurity (ROP), screening, treatment and outcomes including the importance of

breastfeeding for the prevention of ROP.
For healthcare professionals
e Attend training on prevention and management of ROP.
For neonatal unit

Develop information material on ROP for parents.

Develop and implement a unit guideline on prevention and management of ROP.

Develop fail-safe systems for the identification of infants at risk of ROP.
Ensure fail-safe systems for referral and continuous cover by ophthalmologist.
Develop formalised programmes for education in oxygen saturation targets.
Develop formalised programmes for promotion of mother’s own milk feeding.
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For hospital

e Support healthcare professionals to participate in training on prevention and
management of ROP.

¢ Identify pathways for infants with progressive ROP to receive expert assessment and
treatment.

For health service

e Develop and implement a national guideline on prevention and management of ROP.

Description

Despite the success of retinopathy of prematurity (ROP) screening and treatment
much is unknown about the progression and response to treatment.

There is controversy over the precise oxygen saturation targets but current evidence
suggests that, whereas ROP is less frequent when saturations are targeted at 85-
89%, mortality is increased. Thus, most units maintain targets of 91-95%. (21)
However, recent European consensus guidelines recommend a target range of 90-
94% with alarm limits set at 89% and 95%. (22) It is important to avoid higher
saturations and research is ongoing into whether these targets can be refined further.
Most importantly better adherence to saturation targets is associated with lower rates
of ROP. (15)

Furthermore, early breastfeeding is associated with a reduced risk of ROP. (23,24)

If treated at the appropriate stage, vision of infants with severe ROP can be
preserved by laser therapy or anti-VEGF therapy where indicated. (20) The long-term
safety of anti-VEGF treatment needs further research. (25) If left untreated, severe
ROP may lead to irreversible blindness — often in both eyes. (26) Importantly, even
less severe ROP affects vision (27) and infants treated for ROP have an increased
risk of retinal detachment, myopia, and other complications throughout life. (28,29)

Source

1. Gilbert C. Retinopathy of prematurity: a global perspective of the epidemics, population of babies
at risk and implications for control. Early Hum Dev. 2008 Feb;84(2):77-82.

2. Holmstrom GE, Hellstrém A, Jakobsson PG, Lundgren P, Tornqvist K, Wallin A. Swedish national
register for retinopathy of prematurity (SWEDROP) and the evaluation of screening in Sweden.
Arch Ophthalmol Chic Il 1960. 2012 Nov;130(11):1418-24.

3. Blencowe H, Moxon S, Gilbert C. Update on Blindness Due to Retinopathy of Prematurity
Globally and in India. Indian Pediatr. 2016 Nov 7;53 Suppl 2:589-92.

4. van Kaam AH, Hummler HD, Wilinska M, Swietlinski J, Lal MK, te Pas AB, et al. Automated
versus Manual Oxygen Control with Different Saturation Targets and Modes of Respiratory
Support in Preterm Infants. J Pediatr. 2015 Sep;167(3):545-550-2.

5. AMERICAN ACADEMY OF PEDIATRICS Section on Ophthalmology, AMERICAN ACADEMY OF
OPHTHALMOLOGY, AMERICAN ASSOCIATION FOR PEDIATRIC OPHTHALMOLOGY AND
STRABISMUS, AMERICAN ASSOCIATION OF CERTIFIED ORTHOPTISTS. Screening
Examination of Premature Infants for Retinopathy of Prematurity. PEDIATRICS. 2013 Jan
1;131(1):189-95.
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10.

11.

12.

13.

14,

15.

16.

17.

18.

19.

20.

21.

Early Treatment For Retinopathy Of Prematurity Cooperative Group. Revised indications for the
treatment of retinopathy of prematurity: results of the early treatment for retinopathy of prematurity
randomized trial. Arch Ophthalmol Chic lll 1960. 2003 Dec;121(12):1684-94.

Chow LC, Wright KW, Sola A, CSMC Oxygen Administration Study Group. Can changes in
clinical practice decrease the incidence of severe retinopathy of prematurity in very low birth
weight infants? Pediatrics. 2003 Feb;111(2):339-45.

Lau YY, Tay YY, Shah VA, Chang P, Loh KT. Maintaining optimal oxygen saturation in premature
infants. Perm J. 2011;15(1):¢108-113.

Zepeda-Romero LC, Lundgren P, Gutierrez-Padilla JA, Gomez-Ruiz LM, Quiles Corona M,
Orozco-Monroy JV, et al. Oxygen Monitoring Reduces the Risk for Retinopathy of Prematurity in a
Mexican Population. Neonatology. 2016;110(2):135-40.

Lorenz B, Spasovska K, Elflein H, Schneider N. Wide-field digital imaging based telemedicine for
screening for acute retinopathy of prematurity (ROP). Six-year results of a multicentre field study.
Graefes Arch Clin Exp Ophthalmol Albrecht Von Graefes Arch Klin Exp Ophthalmol. 2009
Sep;247(9):1251-62.

Davidson J, Aslakson R, Long A, et. al. Guidelines for Family-Centered Care in the Neonatal,
Pediatric, and Adult ICU. Crit Care Med. 2017;45(1):103-28.

van Zanten HA, Pauws SC, Beks EC, Stenson BJ, Lopriore E, Te Pas AB. Improving manual
oxygen titration in preterm infants by training and guideline implementation. Eur J Pediatr. 2017
Jan;176(1):99-107.

Bizzarro MJ, Li FY, Katz K, Shabanova V, Ehrenkranz RA, Bhandari V. Temporal quantification of
oxygen saturation ranges: an effort to reduce hyperoxia in the neonatal intensive care unit. J
Perinatol. 2014 Jan;34(1):33-8.

Holmstrom G, Hellstrém A, Jakobsson P, Lundgren P, Torngvist K, Wallin A. Evaluation of new
guidelines for ROP screening in Sweden using SWEDROP - a national quality register. Acta
Ophthalmol (Copenh). 2015 May;93(3):265-8.

van Zanten HA, Tan RNGB, van den Hoogen A, Lopriore E, te Pas AB. Compliance in oxygen
saturation targeting in preterm infants: a systematic review. Eur J Pediatr. 2015
Dec;174(12):1561-72.

Kripalani S, LeFevre F, Phillips CO, Williams MV, Basaviah P, Baker DW. Deficits in
communication and information transfer between hospital-based and primary care physicians:
implications for patient safety and continuity of care. JAMA. 2007 Feb 28;297(8):831—-41.

Nehra V, Pici M, Visintainer P, Kase JS. Indicators of compliance for developmental follow-up of
infants discharged from a regional NICU. J Perinat Med. 2009;37(6):677-81.

Mas C, Gérardin P, Chirpaz E, Carbonnier M, Mussard C, Samperiz S, et al. Follow-up at two
years of age and early predictors of non-compliance in a cohort of very preterm infants. Early
Hum Dev. 2017;108:1-7.

Daniel E, Quinn GE, Hildebrand PL, Ells A, Hubbard GB, Capone A, et al. Validated System for
Centralized Grading of Retinopathy of Prematurity: Telemedicine Approaches to Evaluating
Acute-Phase Retinopathy of Prematurity (e-ROP) Study. JAMA Ophthalmol. 2015 Jun
1;133(6):675-82.

Stahl A, Hellstrom A, Smith LEH. IGF-1 and Anti-VEGF in ROP: Has the time come?
Neonatology. 2014;106(3):254—60.

Stenson BJ. Oxygen Saturation Targets for Extremely Preterm Infants after the NeOProM Trials.
Neonatology. 2016;109(4):352-8.
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22. Sweet DG, Carnielli V, Greisen G, Hallman M, Ozek E, Plavka R, et al. European Consensus
Guidelines on the Management of Respiratory Distress Syndrome - 2016 Update. Neonatology.
2017;111(2):107-25.
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Perinat Assoc. 2001 Sep;21(6):356—62.

24. Maayan-Metzger A, Avivi S, Schushan-Eisen |, Kuint J. Human milk versus formula feeding
among preterm infants: short-term outcomes. Am J Perinatol. 2012 Feb;29(2):121-6.

25. Hartnett ME. VEGF ANTAGONIST THERAPY FOR ROP. Clin Perinatol. 2014 Dec;41(4):925-43.

26. Cryotherapy for Retinopathy of Prematurity Cooperative Group. Multicenter Trial of Cryotherapy
for Retinopathy of Prematurity: ophthalmological outcomes at 10 years. Arch Ophthalmol Chic I
1960. 2001 Aug;119(8):1110-8.

27. Fulton AB, Hansen RM, Moskowitz A, Barnaby AM. Multifocal ERG in subjects with a history of
retinopathy of prematurity. Doc Ophthalmol Adv Ophthalmol. 2005 Jul;111(1):7-13.
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Prevention of Bronchopulmonary Dysplasia (BPD)

Poets C, Zimmermann L, Hellstrom-Westas L, Buonocore G, Hallman M, Lista G,
van Kaam A, Kramer B

Target group
Very preterm and particularly extremely preterm infants, small for gestational age
infants, and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard

Bronchopulmonary Dysplasia (BPD) is prevented using evidence-based strategies
including avoiding mechanical ventilation, minimally invasive administration of
exogenous surfactant, volume targeted ventilation and early caffeine, and
administration of systemic steroids in infants still requiring ventilation during their 2"
postnatal week.

Rationale

Bronchopulmonary Dysplasia BPD results from the effects of non-physiologic stimuli
(e.g. inflammation, ventilator induced lung injury, high supplemental oxygen levels) in
an infant with underdeveloped lungs and defence mechanisms (e.g. anti-oxidant
capacity). (1) Interventions that reduce inflammation (e.g. steroids) or any of these
non-physiologic stimuli (e.g. mechanical ventilation) are likely to reduce BPD rates.
Some of these interventions may additionally promote the survival of the target
group; none decreases the chances of survival. (2)

BPD, defined as supplemental oxygen requirement at 36 weeks post-menstrual age,
is a risk factor for later respiratory hospitalisation in infancy, compromised lung
function in childhood, neurodevelopmental impairment, and a potential risk factor for
chronic obstructive pulmonary disease in later life. (1,3)

Benefits

Short-term benefits
¢ Reduced risk of BPD by avoiding invasive mechanical ventilation (risk ratio
(RR), 0.91; 95% Confidence Interval 0.84-0.99) (2)
o Reduced risk of BPD by use of minimally invasive surfactant administration
(RR 0.75; 0.59-0.94) (4,5)
¢ Reduced risk of BPD by use of volume targeted ventilation (as opposed to
pressure targeting) (RR 0.61; 0.46-0.82) (6)
e Reduced risk of BPD by starting caffeine on postnatal day one or two instead
of later (RR 0.51; 0.40-0.64) (7,8)
e Reduced risk of BPD by administration of vitamin A intramuscularly for the
first four postnatal weeks (RR 0.87; 0.77-0.98) (9)
e Reduced rate of death or BPD by administration of systemic steroids in
ventilated infants (RR 0.72; 0.63-0.82) without increasing the risks of cerebral
palsy (10)
Long-term benefits
¢ Reduced adverse neurodevelopmental outcome if BPD can be prevented (3)
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Components of the standard

Component Grading of

evidence

For parents and family

1.

Parents are informed by healthcare A (High quality)
professionals about Bronchopulmonary

Dysplasia (BPD) and strategies to

minimise its risk. (1)

For healthcare professionals

2.

A unit guideline on the management A (High quality)
and prevention BPD is adhered to by all

healthcare professionals, and includes

the following advice:

Surfactant is administered via a thin
intra-tracheal catheter if FiO2 is >0.30 or
using INSURE (intubate surfactant
extubate). (11)

Volume targeted ventilation (at 5-7
ml/kg) is used plus adequate PEEP
level, if intubation cannot be
avoided. (6)

Infants on n-CPAP are switched to
synchronised nasal ventilation if
respiratory distress visible while on
CPAP. (12)

Caffeine is administered from day 1-2
after birth (10 mg/kg loading, 5 mg/kg/d
maintenance for caffeine base). (7,8)

Vitamin A is considered (5000 IE i.m.
three times/week for week 1-4 after
birth). (9)

If mechanical ventilation is still
necessary during postnatal week 2,
postnatal steroid use is considered
(dexamethasone at the lowest effective
dose possible. (13,14))

Efforts to reduce rates of nosocomial
infection, as a risk factor for BPD, are
made. (15)

82

Indicator of
meeting the
standard

Patient information
sheet

Guideline
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3. Training on the management and B (High quality)
prevention of BPD is attended by all
responsible healthcare professionals.

For neonatal unit

4. A unit guideline on prevention and B (High quality)
management of BPD is available and
regularly updated.

For hospital
5. Training on management and B (High quality)
prevention of BPD is ensured.

6. Institutional BPD rates are monitored B (High quality)
together with length of hospital stay and
use of supplemental oxygen.

For health service

7. A national guideline on management B (High quality)
and prevention of BPD is available and
regularly updated.

Where to go — further development of care

Further development

For parents and family

N/A

For healthcare professionals

e Investigate in larger numbers whether using synchronised
nasal ventilation rather than CPAP is the preferred mode of
nasal respiratory support. (6)

e Evaluate alternative anti-inflammatory strategies, e.g.
hydrocortisone, inhaled budesonide, or tracheal instillation of
budesonide together with exogenous surfactant to generate
more data on their long-term effectiveness and
safety. (10,16,17)

e Investigate the role of eradicating Ureaplasma urealyticum
shortly after birth. (18)

¢ Investigate oral Vitamin A administration as well as the role of
other nutrients. (9,19)

e Find the optimal drug and dose for postnatal steroid
application. (9)

¢ Investigate the potential of mesenchymal stem cells in repairing
the injured immature lung. (20,21)

¢ Investigate the effect of various delivery-room practices (e.g.
sustained inflations) and of early enteral feeding on the
prevention of BPD. (22)

For neonatal unit

N/A

Training
documentation

Guideline

Training
documentation

Audit report

Guideline

Grading of
evidence

A (Moderate quality)

A (High quality)

A (Moderate quality)
A (High quality)
A (Moderate quality)
A (High quality)

A (Moderate quality)
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For hospital

N/A

For health service
N/A

Getting started

Initial steps
For parents and family

Parents are verbally informed by healthcare professionals about BPD and strategies to
minimise its risk. (1)

For healthcare professionals

Attend training on management and prevention of BPD.

Apply exogenous surfactant via less/minimally invasive administration via a thin
catheter, i.e. without using an endotracheal tube, or via the INSURE method (intubate,
surfactant, extubate).

Use nasal continuous positive airway pressure (n-CPAP) instead of intubation and
mechanical ventilation. (22)

Start caffeine on postnatal day 1 or 2 instead of later.

For neonatal unit

Develop and implement a unit guideline on management and prevention of BPD.
Develop information material about BPD for parents.

For hospital

Support healthcare professionals to participate in training on management and
prevention BPD.

For health service

Develop and implement a national guideline on management and prevention of BPD.

Source

1.

Baraldi E, Filippone M. Chronic lung disease after premature birth. N Engl J Med. 2007 Nov
8;357(19):1946-55.

Poets CF, Lorenz L. Prevention of bronchopulmonary dysplasia in extremely low gestational age
neonates: current evidence. Arch Dis Child Fetal Neonatal Ed. 2018 May;103(3):F285-91.

Schmidt B, Asztalos EV, Roberts RS, Robertson CMT, Sauve RS, Whitfield MF, et al. Impact of
bronchopulmonary dysplasia, brain injury, and severe retinopathy on the outcome of extremely
low-birth-weight infants at 18 months: results from the trial of indomethacin prophylaxis in
preterms. JAMA. 2003 Mar 5;289(9):1124-9.

Aldana-Aguirre JC, Pinto M, Featherstone RM, Kumar M. Less invasive surfactant administration
versus intubation for surfactant delivery in preterm infants with respiratory distress syndrome: a
systematic review and meta-analysis. Arch Dis Child Fetal Neonatal Ed. 2017 Jan;102(1):F17-23.

Stevens TP, Harrington EW, Blennow M, Soll RF. Early surfactant administration with brief
ventilation vs. selective surfactant and continued mechanical ventilation for preterm infants with or

at risk for respiratory distress syndrome. Cochrane Database Syst Rev. 2007 Oct
17;(4):CD003063.
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11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Peng W, Zhu H, Shi H, Liu E. Volume-targeted ventilation is more suitable than pressure-limited
ventilation for preterm infants: a systematic review and meta-analysis. Arch Dis Child Fetal
Neonatal Ed. 2014 Mar;99(2):F158-165.

Davis PG, Schmidt B, Roberts RS, Doyle LW, Asztalos E, Haslam R, et al. Caffeine for Apnea of
Prematurity trial: benefits may vary in subgroups. J Pediatr. 2010 Mar;156(3):382—7.

Park HW, Lim G, Chung S-H, Chung S, Kim KS, Kim S-N. Early Caffeine Use in Very Low Birth
Weight Infants and Neonatal Outcomes: A Systematic Reviewand Meta-Analysis. J Korean Med
Sci. 2015 Dec;30(12):1828-35.

Darlow BA, Graham PJ, Rojas-Reyes MX. Vitamin A supplementation to prevent mortality and
short- and long-term morbidity in very low birth weight infants. Cochrane Database Syst Rev.
2016 Aug 22;(8):CD000501.

Doyle LW, Ehrenkranz RA, Halliday HL. Late (> 7 days) postnatal corticosteroids for chronic lung
disease in preterm infants. Cochrane Database Syst Rev. 2014 May 13;(5):CD001145.

Kribs A, Roll C, Gépel W, Wieg C, Groneck P, Laux R, et al. Nonintubated Surfactant Application
vs Conventional Therapy in Extremely Preterm Infants: A Randomized Clinical Trial. JAMA
Pediatr. 2015 Aug;169(8):723-30.

Lemyre B, Davis PG, De Paoli AG, Kirpalani H. Nasal intermittent positive pressure ventilation
(NIPPV) versus nasal continuous positive airway pressure (NCPAP) for preterm neonates after
extubation. Cochrane Database Syst Rev. 2014 Sep 4;(9):CD003212.

Doyle LW, Davis PG, Morley CJ, McPhee A, Carlin JB, DART Study Investigators. Low-dose
dexamethasone facilitates extubation among chronically ventilator-dependent infants: a
multicenter, international, randomized, controlled trial. Pediatrics. 2006 Jan;117(1):75-83.

Onland W, Offringa M, Jaegere APD, Kaam AH van. Finding the Optimal Postnatal
Dexamethasone Regimen for Preterm Infants at Risk of Bronchopulmonary Dysplasia: A
Systematic Review of Placebo-Controlled Trials. Pediatrics. 2009 Jan 1;123(1):367-77.

Lapcharoensap W, Kan P, Powers RJ, Shaw GM, Stevenson DK, Gould JB, et al. The
Relationship of Nosocomial Infection Reduction to Changes in Neonatal Intensive Care Unit
Rates of Bronchopulmonary Dysplasia. J Pediatr. 2017 Jan;180:105-109.e1.

Baud O, Maury L, Lebail F, Ramful D, El Moussawi F, Nicaise C, et al. Effect of early low-dose
hydrocortisone on survival without bronchopulmonary dysplasia in extremely preterm infants
(PREMILOC): a double-blind, placebo-controlled, multicentre, randomised trial. Lancet Lond Engl.
2016 Apr 30;387(10030):1827-36.

Yeh TF, Chen CM, Wu SY, Husan Z, Li TC, Hsieh WS, et al. Intratracheal Administration of
Budesonide/Surfactant to Prevent Bronchopulmonary Dysplasia. Am J Respir Crit Care Med.
2016 Jan 1;193(1):86-95.

Smith C, Egunsola O, Choonara |, Kotecha S, Jacgz-Aigrain E, Sammons H. Use and safety of
azithromycin in neonates: a systematic review. BMJ Open. 2015 Dec;5(12):e008194.

Meyer S, Gortner L, NeoVitaA Trial investigators. Up-date on the NeoVitaA Trial: Obstacles,
challenges, perspectives, and local experiences. Wien Med Wochenschr 1946. 2017
Sep;167(11-12):264-70.

O'Reilly M, Thébaud B. Stem Cells for the Prevention of Neonatal Lung Disease. Neonatology.
2015;107:360-4.

Chang YS, Ahn SY, Yoo HS, Sung SI, Choi SJ, Oh WI, et al. Mesenchymal stem cells for
bronchopulmonary dysplasia: phase 1 dose-escalation clinical trial. J Pediatr. 2014
May;164(5):966—-972.€6.
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Prevention of vitamin K deficiency bleeding (VKDB) at birth

Koletzko B, Buonocore G, Zimmermann L, Hellstrom-Westas L, Fewtrell M, Perrone
S, Verkade H

Target group
Newborn infants and parents

User group
Healthcare professionals, neonatal units, hospitals, and health services

Statement of standard
Prophylactic supplementation with vitamin K for all infants is given to prevent vitamin
K deficiency bleeding (VKDB).

Rationale

Vitamin K deficiency bleeding (VKDB) in infants is prevented by vitamin K
supplementation. Healthy newborn infants have low hepatic stores of vitamin K (1)
and are at risk of developing serious bleeding, including intracranial hemorrhage, due
to low hepatic synthesis of vitamin K—dependent clotting factors. (2,3) Preterm
infants appear to be at even higher risk. (4) Postnatal supplementation of vitamin K
can markedly reduce the incidence of VKDB, associated morbidity, including
devastating brain injury, neurodevelopmental impairment and mortality. (5-7)

Healthy infants should either receive 1 mg of vitamin K intramuscular at birth, or
three doses of 2 mg vitamin Korally at birth, at four to six days and at four to six
weeks; or 2 mg vitamin K orally at birth followed by weekly doses of 1 mg orally for
three months for breastfed infants. (3) Intramuscular application has the best
preventive efficiency. (3) The administration of low daily oral doses (e.g. 25-150 ug/d)
is less effective than either of the earlier mentioned alternatives and is thus not
recommended. (8) Vitamin K should be administered parenterally to newborn infants
who are unwell, those who have cholestasis or impaired intestinal absorption, or who
are unable to take oral vitamin K, those whose mothers have taken medications that
interfere with vitamin K metabolism, and to preterm infants. (9)

Preterm infants may require reduced doses of vitamin K prophylaxis such as 0.5 mg
intramuscular for infants >1000 g or 0.2 mg intramuscular/intravenous for infants
<1000 g. (8) Vitamin K supplementation protocols should be developed and
implemented in all obstetric and neonatal units. (3,10)

Benefits

Short-term benefits

e Reduced risk of Vitamin K deficiency bleeding and related infant mortality and
morbidity (11-13)

Long-term benefits
e Reduced long-term damage and neurodevelopmental handicap (12)
e Reduced healthcare costs arising from chronic morbidity (consensus)
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Components of the standard

Component

For parents and family

1.

Parents are informed before and after
birth by healthcare professionals about
the importance of vitamin K
supplementation and its benefits. (10)

For healthcare professionals

2.

A unit guideline on Vitamin K
supplementation in all infants is adhered
to by all healthcare professionals. (3)

Training on prevention of vitamin K
deficiency bleeding (VKDB) is attended
by all healthcare professionals.

Parental refusal of vitamin K prophylaxis
is clearly documented.

For neonatal unit

5.

A unit guideline on vitamin K
supplementation in all infants is
available and regularly updated. (3)

Administration of vitamin K
supplementation is monitored.

For hospital

7.

Training on prevention of VKDB is
ensured.

For health service

8.

A national guideline on vitamin K
supplementation in all infants is
available and regularly updated. (3)

Rate of vitamin K deficiency related
haemorrhage in infants is monitored.

88

Grading of
evidence

A (High quality)
B (High quality)

A (High quality)

B (High quality)

A (Low quality)
B (High quality)

B (High quality)

A (High quality)
B (High quality)

A (Low quality)
B (High quality)

A (Low quality)
B (High quality)

A (High quality)
B (High quality)

A (Low quality)

Indicator of
meeting the
standard

Patient
information
sheet

Guideline

Training
documentation

Clinical
records

Guideline

Audit report

Training

documentation

Guideline

Audit report
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Where to go — further development of care

Grading of
Further development evidence
For parents and family
N/A
For healthcare professionals
N/A
For neonatal unit
N/A
For hospital
e Participate in and implement communication strategies to A (Low quality)

promote acceptance of universal vitamin K supplementation.

For health service

e Develop and implement communication strategies to promote A (Low quality)
acceptance of universal vitamin K supplementation.

e Monitor the proportion of infants who receive vitamin K B (High quality)
supplementation according to established standards across the
population.

Getting started

Initial steps

For parents and family

e Parents are verbally informed by healthcare professionals before and after birth about
the importance of vitamin K supplementation and its benefits.

For healthcare professionals

e Attend training on prevention of vitamin K deficiency bleeding (VKDB).

For neonatal unit

e Develop a unit guideline on vitamin K supplementation in all infants.

e Develop information material on the importance of vitamin K supplementation and its
benefits for parents.

For hospital

e Support healthcare professionals to participate in training on prevention of VKDB.

For health service

e Develop and implement a national guideline for vitamin K supplementation in all
infants.

e Raise awareness of the importance of vitamin k supplementation to effectively address
common concerns and disinformation.
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