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Abstract
The objective of this study is to assess the effect of neonatal procedures on glucose variability in very preterm infants. Preterm
infants (<32 weeks gestation and/or birthweight < 1500 g) were started on continuous glucose monitoring (CGM) on day 2 of
birth and monitored for 5 days. Minimally invasive (heel stick, venipunctures) and non-invasive (nappy change, parental pres-
ence) procedures were recorded. CGM data were analyzed 30 min before and after each procedure. The primary outcome was
the coefficient of glucose variation (CV=SD/mean) before and after the procedure; SD and median glucose were also evaluated.
We analyzed 496 procedures in 22 neonates (GA 30.5 weeks [29-31]; birthweight 1300 g [950-1476]). Median glucose did
not change before and after each procedure, while CV and SD increased after heel prick (»p=0.017 and 0.030), venipuncture
(»=0.010 and 0.030), and nappy change (p <0.001 and < 0.001), in the absence of a difference during parental presence.
Conclusions: Non-invasive and minimally invasive procedures increase glucose variability in the absence of changes of
mean glucose.

What is Known:

o Minimally invasive procedures - including nappy change - may increase neonatal stress in preterm infants.

What is New:

o Continuous glucose monitoring provides a quantitative measure of neonatal stress during neonatal care procedures demonstrating an
increase of glucose variability.
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association of hyperglycemia with clinically relevant adverse
neurological outcomes [4—10], thus suggesting a new tool
to continuously monitor glucose changes in this population
and the effect of neonatal care on glucose fluctuation, as a
surrogate marker of neonatal stress.

Herein, we investigated the effect of nursing care procedures
(nappy change), parental presence, and skin-breaking proce-
dures (heel prick and venipuncture) on mean glucose and glu-
cose variability in very preterm neonates by the use of CGM.

Methods
Population

We conducted a secondary analysis on a cohort of 22 very
preterm infants enrolled in a randomized controlled trial at
the University of Padua (NCT04347590).

Eligible subjects were preterm infants born at <32 weeks
of gestation or with birth weight <1500 g admitted to the
NICU of the University Hospital of Padua (Italy), within
48 h of birth. Babies with congenital malformations, known
as chromosomal abnormalities or birth weight <500 g, were
excluded.

Study procedures

CGM (Medtronic Enlite) was placed on the lateral side of
the thigh preceded by adequate containment and analgesia
with the use of pacifier and 0.3 ml 24% sucrose 2 min before

the procedure. The device was calibrated as per manufac-
turer instructions.

Data recording

The nursing staff recorded the timing of two groups of pro-
cedures: nursing care procedures (nappy change, parents’
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Fig.1 Study design
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presence) and skin-breaking procedures (heel stick, vascular
access placement, or venous withdrawal from an existing
access) for the 5 days following sensor positioning.

Glucose outcome measures

CGM data during the 30 min before the intervention and
30 min after the prespecified intervention (Fig. 1) were ana-
lyzed. Glucose variability was computed as coefficient of
variation (CV = glucose standard deviation / mean glucose
(mg/dL)).

Statistics

Continuous variables were expressed as median, inter-
quartile range (25th, 75th) if not normally distributed, or
mean + standard deviation; categorical variables were
expressed as number (%). For not normally distributed con-
tinuous variables, the Wilcoxon test was used to compare
continuous variables. The difference of glucose measures
before and after the procedures was quantified as percentage
glucose change and computed as difference of mean glucose
after and before the procedure over baseline glucose.

A linear mixed model analysis was conducted to com-
pare the change of glucose profile before and after the pro-
cedures, with gestational age and birthweight accounted
as covariates, after testing for collinearity.

Table 1 Baseline characteristics (n=22)

Neonates

30.5 (29-31.75)
1300 (950-1476.25)

Gestational age (wk)
Birthweight (g)

Small for gestational age, n (%) 52.7)
Apgar 1’ 6(6,7)
Apgar 5’ 8(8,8)
Twins, n (%) 7(32)
Sex, n (%) 8 females (36.4)
LOS, n (%) 7 (32%)
CRIB II 2 (1-3)
EL n (%) 29.1)
NEC, n (%) 5(22.7)
Maternal characteristics and delivery

Cesarean delivery, n (%) 17 (77.3)

Maternal diabetes, n (%) 5(22.7)

PPROM, n (%) 5(22.7)

Data are expressed as median (25th, 75th centile) or number (percent-
age)

LOS late onset sepsis, CRIB II clinical risk index for babies, EI
endotracheal intubation, NEC nectrotizing enterocolitis, PPROM pre-
term premature rupture of membranes
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Data were analyzed with STATA/SE 13.1 (StataCorp,
Lakeway, TX, USA). Graphs were elaborated with Prism
8 (GraphPad Software).

Results

Twenty-two neonates were enrolled, with a median gesta-
tional age of 30.5 weeks (29—-32) and a median birth weight
of 1300 g (950-1476), eight females (36%) and seven twins
(32%). Gestational diabetes was recorded in five mothers
(23%). Participants’ characteristics are detailed in Table 1.
We analyzed 496 procedures (343 nappy changes, 25
parental presence, 104 heel sticks, and 14 venipunctures).
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During the monitoring period, we recorded 1.87% data
loss of 35.9 h CGM monitoring (2154 min), out of a total
of 1918.55 h of monitoring (115,113 min). The median loss
of monitoring time for each baby was 1.4 h [IQR 0.8-2.0] /
83.4 h of CGM use [IQR 47.4-121.8].

Figure 2 displays the glycemic trends during the four pro-
cedures. Considering sensor glucose values 30 min before
and after the nappy change, the median glucose values
were respectively 107 mg/dL [IQR 91-131] and 105.5 mg/
dL [IQR 91-130]; before parents’ visiting, the median was
107 mg/dL [IQR 89-132]; after that, it was 104.5 mg/dL
[88.7-116.7]. The median of blood glucose values in the
30 min before the heel stick was 97 mg/dL [IQR 84-120];
after that, it was 101 mg/dL [IQR 84-122]. Before and after
the introduction of a venous access, the median glucose
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Fig.2 Sensor glucose profile before and after the procedures. Data are expressed as median (25th—75th centile)
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«Fig. 3 Glucose variability during the study procedures, expressed as
CV and SD. Data are expressed as median (25th—75th centile). CV,
coefficient of variation; SD, standard deviation

was 125.5 mg/dL [IQR 112-137.2] and 124 mg/dL [IQR
101.7-143.]. There were no differences between the median
sensor glucose values during the 30 min preceding and fol-
lowing the studied intervention. The mixed model analy-
sis demonstrated the absence of a difference for the nappy
change (p=0.840), the parental presence (p>0.99), and the
venous access and the heel stick (p =0.968 and p=0.975,
respectively), after adjusting for gestational age and birth
weight.

The percentage glucose change from baseline did not
differ across the four groups (p=0.850) with a median
change of —1.4% [—6.5,+6.6] for the nappy change, +2.8%
[—3.4,40.5] before and after parents’ arrival, —2.4% [-7.1,
4.2] for the venous access, and —1.6% [—8.3, 7.0] for the
heel stick.

With respect to nappy change, SD was higher after the
procedure (3.8 mg/dL [IQR 1.9-5.5] vs 4.4 mg/dL [IQR
2.5-7.07], p<0.001) with a similar difference for the coef-
ficient of variation (3.2% [IQR 1.7-5.5] vs 4.2% [IQR
2.2-6.5], p<0.001) (Fig. 3A, B).

During parents’ visits, SD and CV did not change
(4.07 mg/dL [IQR 2.23-6.72] vs 3.8 mg/dL [IQR 1.9-6.9],
p=0.59 for SD) (3.6% [IQR 2.1-7.3] vs 2.94% [IQR
2.2-6.6], p=0.37 for CV) (Fig. 3C, D).

Conversely, glucose variability increased after heel stick
procedures, with both SD and CV increase during the 30 min
following the procedures {(3.9 mg/dL [IQR 2.2-5.4] vs 4.4 mg/
dL [IQR 2.4-7.9], p=0.0306 for SD) and (4.1% [IQR 2-6.4] vs
4.7% [1QR 2.4-7.3], p=0.0178 for CV)} (Fig. 3E, F).

Glucose variability during venipuncture exhibited the
same trend with a lower SD and CV before the procedure
{(2.7 mg/dL [IQR 1.7-4.9] vs 6.9 mg/dL [IQR 3.7-10.4],
p=0.035 for the SD) and (2.14% [IQR 1.2-4.9] vs 4.56%
[IQR 2.7-10.3], p=0.017 for the CV)} (Fig. 3G, H).

Infants were monitored for signs of adverse events at sen-
sor insertion sites, such as infection, irritation, subcutaneous
hemorrhage, and subcutaneous sensor wire breakage, with
no adverse events reported.

Discussion

We demonstrated that non-invasive procedures, such as nappy
change, increase glucose variability, as quantified during CGM
use in preterm neonates, while parental presence is not associ-
ated with higher glucose variability or increase of glucose values.

Minimally invasive procedures such as nappy change
have been previously associated with salivary cortisol fluc-
tuations in preterm infants with a slower return to baseline of
cortisol values after the procedure in preterm than full-term
infants [3, 11].

Herein, we adopt a relatively new approach in neonatal
care to quantify glucose fluctuations, based on CGM, which
allows the quantification of glucose variability—and sup-
posedly of the stress associated with such a glucose fluctua-
tion—over a prolonged time period.

To this end, previous findings obtained by measuring sali-
vary catecholamines increase after neonatal care procedures,
like the diaper change, sheets’ change, and baby cleaning
[12], cannot be reproduced on a larger temporal scale due
to the nature of the measure and its costs, while CGM use
could be a promising alternative to such a goal.

Conversely, the absence of glucose variability associated
with parental presence underlies the key importance of pro-
moting the early mother—infant relationship, even in NICU
[13] and in the presence of institutional minimal handling
practices for very preterm infants.

Heel stick and venipuncture are frequent procedures
in NICU (> 2 times per day in the first week of birth
[15]) and have been both associated with increased skin
conductance—a stress marker in preterm—and the serum
cortisol in preterm infants [14]. We confirmed such a find-
ing with an increased glucose variability (SD and CV)
after both procedures, in spite of the absence of significant
glucose raise.

The overall sensor performance was featured by a lim-
ited loss of sensor signal and data—Iess than 2% of total
time monitoring—confirming the reliability of such an
instrument in this population observed by our and other
groups [1-3].

The clinical relevance of an increased glucose variability
has not been fully exploited in preterm infants. It has been
associated with increased morbidity (late-onset sepsis) and
mortality in the absence of CGM data [15].

In conclusion, for the first time using CGM, we dem-
onstrated an increased glucose variability associated to
non-invasive procedures in preterm infants, thus suggest-
ing the need for enforcing minimal handling practice that
could minimize neonate manipulation. Additionally, such a
study suggests the use of CGM and glucose variability as a
surrogate measure of discomfort in preterm neonates to be
furtherly explored.

Acknowledgements We are grateful to the patients’ families for par-

ticipating to the study and to the nurses of the NICU of the University
Hospital of Padova.

@ Springer



94

European Journal of Pediatrics (2023) 182:89-94

Authors’ contributions The clinical study was conducted and
designed by Alfonso Galderisi, Giulia Res, and Daniele Trevisanuto;
Silvia Guiducci, Federica Savio, Laura Moschino, and Elena Priante
contributed to patients’ enrolment and data analysis; Laura Forlani
and Biancamaria Mastrandrea contributed to data registration and
analysis and to the initial draft of the manuscript; Elisabetta Lolli
oversaw the nursing procedures and coordinated the onsite study;
Alfonso Galderisi obtained funding support for the study; Daniele
Trevisanuto and Eugenio Baraldi critically revised the manuscript.
All the authors read and approved the final manuscript.

Funding Open access funding provided by Universita degli Studi di
Padova within the CRUI-CARE Agreement. This work was supported
by Istituto per la Ricerca Pediatrica (IRP) Starting Grant 2020; Uni-
versity of Padova Star Grant; Ministero della Salute, Bando Ricerca
finalizzata GR-2019-12368539.

Declarations

Ethics approval The study was performed in line with the principles of
the Helsinki Declaration. Approval was granted by the Institutional Eth-
ics Committee of the University Hospital of Padua (AOP2216/2021).

Consent to participate Informed consent was obtained from the par-
ents.

Conflict of interest The authors declare no competing interests.

Open Access This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long
as you give appropriate credit to the original author(s) and the source,
provide a link to the Creative Commons licence, and indicate if changes
were made. The images or other third party material in this article are
included in the article's Creative Commons licence, unless indicated
otherwise in a credit line to the material. If material is not included in
the article's Creative Commons licence and your intended use is not
permitted by statutory regulation or exceeds the permitted use, you will
need to obtain permission directly from the copyright holder. To view a
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Lago P, Garetti E, Merazzi D, Pieragostini L, Ancora G, Pirelli A
et al (2009) Guidelines for procedural pain in the newborn. Acta
Paediatr 98(6):932-939

2. Rodrigues AC, Guinsburg R (2013) Pain evaluation after a non-
nociceptive stimulus in preterm infants during the first 28days of
life. Early Hum Dev 89(2):75-79

@ Springer

3. Morelius E, Hellstrom-Westas L, Carlén C, Norman E, Nelson N
(2006) Is a nappy change stressful to neonates? Early Hum Dev
82(10):669-676

4. Galderisi A, Zammataro L, Losiouk E, Lanzola G, Kraemer K,
Facchinetti A et al (2019) Continuous glucose monitoring Linked
to an artificial intelligence risk index: early footprints of intraven-
tricular hemorrhage in preterm neonates. Diabetes Technol Ther
21(3):146-153

5. Auerbach A, Eventov-Friedman S, Arad I, Peleg O, Bdolah-
Abram T, Bar-Oz B et al (2013) Long duration of hyperglycemia
in the first 96 hours of life is associated with severe intraventricu-
lar hemorrhage in preterm infants. J Pediatr 163(2):388-393

6. Giordani I, Di Flaviani A, Picconi F, Malandrucco I, Y1li D,
Palazzo P et al (2014) Acute hyperglycemia reduces cerebrovas-
cular reactivity: the role of glycemic variability. J Clin Endocrinol
Metab 99(8):2854-2860

7. Beardsall K, Vanhaesebrouck S, Ogilvy-Stuart AL, Vanhole C,
VanWeissenbruch M, Midgley P et al (2013) Validation of the
continuous glucose monitoring sensor in preterm infants. Arch
Dis Child Fetal Neonatal Ed 98(2):F136-140

8. Galderisi A, Facchinetti A, Steil GM, Ortiz-Rubio P, Cavallin F,
Tamborlane WV et al (2017) Continuous glucose monitoring in very
preterm infants: a randomized controlled trial. Pediatrics 140(4)

9. Galderisi A, Lago P, Steil GM, Ghirardo M, Cobelli C, Baraldi
E et al (2018) Procedural pain during insertion of a continuous
glucose monitoring device in preterm infants. J Pediatr 200:261-
264.el

10. Cornblath M, Hawdon JM, Williams AF, Aynsley-Green A,
Ward-Platt MP, Schwartz R et al (2000) Controversies regard-
ing definition of neonatal hypoglycemia: suggested operational
thresholds. Pediatrics 105(5):1141-1145

11. Courtois E, Droutman S, Magny J-F, Merchaoui Z, Durrmeyer X,
Roussel C et al (2016) Epidemiology and neonatal pain manage-
ment of heelsticks in intensive care units: EPIPPAIN 2, a prospec-
tive observational study. Int J Nurs Stud 59:79-88

12. Lagercrantz H, Nilsson E, Redham I, Hjemdahl P (1986) Plasma
catecholamines following nursing procedures in a neonatal ward.
Early Hum Dev 14(1):61-65

13. Lyngstad LT, Tandberg BS, Storm H, Ekeberg BL, Moen A (2014)
Does skin-to-skin contact reduce stress during diaper change in
preterm infants? Early Hum Dev 90(4):169-172

14. Morelius E, Nelson N, Gustafsson PA (2007) Salivary cortisol
response in mother—infant dyads at high psychosocial risk. Child
Care Health Dev 33(2):128-136

15. Wintergerst KA, Buckingham B, Gandrud L, Wong BJ, Kache S,
Wilson DM (2006) Association of hypoglycemia, hyperglycemia,
and glucose variability with morbidity and death in the pediatric
intensive care unit. Pediatrics 118(1):173-179

Publisher's Note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.


http://creativecommons.org/licenses/by/4.0/

	Glucose variability increases during minimally invasive procedures in very preterm infants
	Abstract
	Introduction
	Methods
	Population
	Study procedures
	Data recording
	Glucose outcome measures
	Statistics

	Results
	Discussion
	Acknowledgements 
	References


