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Effects of Music on Physiological and
Behavioral Indices of Acute Pain and
Stress in Premature Infants: Clinical
Trial and Literature Review

Mark Jude Tramo, MD, PhD'?, Miriam Lense, MS'%*,
Caitlin Van Ness, MST"?, Jerome Kagan, PhD??,
Margaret Doyle Settle, RNC, MSN'*, and Jonathan H. Cronin, MD®

Abstract

Infants in intensive care units often undergo medically necessary heel-stick procedures. Because the risks of administering
analgesics and anesthetics are often thought to ourweigh the benefits, there remain no proven means of ameliorating the pain
and stress these infants suffer, particularly during procedures. This study examined the controlled use of recorded vocal music
to attenuate physiological and behavioral responses to heel stick in 13 premature infants via an experimental design. In both
instances, infants exposed to music and infants in the control group, heart rate, and respiration rate increased during the
heel-stick procedure (P's — .02) and nearly all infants cried. During a |0-minute recovery following the heel stick, heart rate, and
crying significantly decreased in infants exposed to music (P = .02) but not in unexposed infants. Controlled music stimulation

appears to be a safe and effective way to ameliorate pain and stress in premature infants following heel sticks.
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Introduction

Ample empirical evidence indicates that music stimulates
cognitive, emotional, and sensorimator processing across widely
distributed brain regions.' The strong physiological and emo-
tional effects of music on many listeners’* and the wealth of qua-
litative and quantitative findings provided by music therapy”™™®
motivate the development of standardized protocols for the use
of music in a wide range of clinical settings. Prospective,
randomized-controlled clinical trals are needed in order to eluci-
date how music’s effects can be harnessed to ameliorate suffering
and, possibly, decrease morbidity and mortality independent of,
and additive to, benefits related to therapist skills.™® Two recent
Cochrane Database reviews have examined the use of music for
pain relief” and end-of-life care."”

Neonates, especially premature infants, constitute a needy
population of patients who might benefit from the implementa-
tion of standardized protocols incorporating music for analge-
sia, stress reduction, and auditory enrichment.”""""* The human
cochlea is anatomically developed by 24 weeks gestational
age,'”" and auditory evoked responses have been recorded in
premature infants as early as 26 weeks gestational age.'*'® The
results of many recent studies of the fetus and infant are consis-
tent with the notion that perceptual competence develops
prenatally.'™'® Fetuses from 27 to 35 weeks gestational age
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demonstrate behavioral habituation to auditory stimuli,'” Heart
rate (HR} changes in response to music have been observed
in fetuses of 28 to 38 weeks gestational age.”” Functional
Magnetic Resonance Imaging (fMRI) studies indicate left tem-
poral lobe activation to sound in fetuses at 33 weeks gestational
age ' Newbomns demonstrate ERP sensitivity to 10% devia-
tions in tonal frequency.™ Approximately, 12% of the US
births are premature (ie. before 37 weeks)™: about half of these
require immediate hospital admission and many need long-
terin care. Neurological complications of premature birth
include learning disorders in as many as 2 in 5 school-age

' The Institute for Music & Brain Science, Health & Medicine Program, Boston,
MA, LISA

*Harvard University Mind/Brain/Behavior Initiative, Cambridge, MA, USA

* Departments of Meuwrology and of Ethnomusicology, David Geffen School of
Medicine & Herb Alpert Schoal of Music, UCLA, Westwood, CA, USA
“Vanderbilt Kennedy Center, Vanderbilt University, Nashwille, T, UISA

* Department of Psychology, Harvard University, Cambridge, MA, USA

* Mewborn Intensive Care Unit, Massachuserts General Hospital, Boston, MA,

LsA

Corresponding Author:

Miriam Lense, Departrment of Peychalegy, Vanderbilc University, Peabody Bax
#40, 230 Appleton Place, Mashville, TH 37203

Email: mlense(@postharvard.edu

by Marie Trmemoy o March 25, 7011

EFTA_R1_02048097
EFTA02695994



Trame et al

73

children,™ a 2.6 relative risk for attention deficit hyperactivity
disorder (ADHD).” and a significant risk of hypothalamic-
pituitary dysfunction.”® Developmentally, sensitive care that
incorporaies noise management as well as human contact and
other “positive™ stimuli appear to improve clinical outcome
and decrease costs associated with inpatient care for prema-
ture infants,””

The acoustic environment in which many premature infants
spend their first days-to-months of life—hospital neonatal
intensive care units (NICUs) and special care units (SCUs)—
is at once impoverished and chaotic.”® Whether lying in a bas-
sinct or enclosed in a temperature-controlled isolettc on
mechanical-assisted  wentilation, hospitalized  infants  are
exposed to little in the way of speech, music, and other etholo-
gically relevant sounds important for normal language and
social development. Even worse, the sound environment is
filled with unpredictable, sometimes loud acoustic stimuli
{eg, alarms indicating a potentially dangerous change in a phy-
siological measure).”” The ambient sound level in an NICU can
reach intensities as high as 90 dB SPL, several-fold louder than
the ambient intrauterine intensities the mfant had been accus-
tomed to (50 dB SPL)."**® Moreover, NICU sounds contain
high as well as low frequencies, whereas the intrauterine envi-
ronment only allows low-frequency sounds (less than 250 Hz)
to reach the infant. Infants born before 36 weeks may be espe-
cially sensitive, and thus vulnerable, to the effects of an impo-
verished, chaotic auditory environment because their auditory
discrimination capabilities are immature,”’ and they remain
unable to visually identify the sources of sound and have lim-
ited exposure to faces and visual scenes in general. The infant’s
heightened auditory sensitivity requires that physicians and
nurses determine the type, dose, and dose interval of acoustic
stimuli empirically. What the optimal auditory conditions are,
and how they could be provided in the NICU environment,
remain unknown. The American Academy of Pediatrics™ and
the National Association of Neonatal Nurses™ have proposed a
number of procedural and technical strategies to reduce ambi-
ent noise. One study of 30 premature infants showed that wear-
ing carmuffs significantly increased gquiet sleep time. '
Another study of 24 very low birthweight neonates found that
wearing  silicone earplugs  significantly  increased  weight
gain.*! However, there remains the possibility that quiet is sub-
optimal because stimulation with music or other natural sounds
would promote development while avoiding the potential dele-
terious consequences of decreasing auditory and multimodal
stimulation (for reviews see Philbin® and Aucott et al*’). Sev-
eral researchers have explored the potential benefits of auditory
stimulation with music in the NICU environment.®*** In their
recent review, Hartling et al® found that the researchers have
used a variety of musical types (eg. vocal vs instrumental, folk
vs classical), presentation methods (recorded vs live), and
acoustic environments (eg, music alone vs with intrauterine
sounds) in the NICU Methodological consideration, as the
authors point out, preclude a straight forward interpretation
of how the type of music and its presentation affect physiologi-
cal and behavioral responses. Auditory stimulation, controlled
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with respect to music type. mtensity, presentation, dose, and
dose-interval, could counter the effects on unpredictable noise
in the NICU environment and promote normal auditory and
cognitive development via exposure to the language and music
of the infant’s culture.

Acutely painful stimuli typically cause increases in HR,
respiration rate, blood pressure, plasma cortisol levels, facial
grimacing, crying and body movements, and decreases in oxy-
gen saturation (0,-sat).***® These responses, which could
reflect an internal state of stress, can be difficult to appreciate
in the most vulnerable premature infants because their imma-
ture central nervous system precludes their ability to generate
all the components of a stress ruspnnsc.”“m Even routine pro-
cedures administered to hospitalized infants have been shown
to elicit a stress Tespunss.ﬂ'ﬂ' A recent study of 430 infants
admitted to NICUs in Paris found that on average, each infant
received 12 painful procedures daily during their first 2 weeks
in the NICU.*" In another study, 54 infants admitted to a
NICU over a 3-month period expenienced 3283 imvasive pro-
cedures.™ The majority (56%) involved the ““heel-stick™ (aka
“heel lance,” “heel prick™) procedure, a painful method of
obtaining blood for serologic analyses in which the infant’s
heel is pierced with a sterile needle and squeezed repeatedly
to express blood through the puncture site. The high meta-
bolic demands of these repeated stressors could decrease
energy stores available for growth, Moreover, adrenocortical
responses to repeated stressful stimuli might weaken the
infant's immune system and increase the risk of illness.”*™
Grunau™ has hypothesized that infants who receive frequent
medical interventions without “positive™ or soothing stimuli
may develop a low pain threshold or become hypersensitive to
touch. Recent evidence shows that 3- to 18-month preterm
babies have abnormal basal cortisol levels™® and that 4-
month-old infants have abnormal cortisol responses during
pain associated with immunizations.”” Abnormal cortisol lev-
els may be one mechanism by which early pain exposure
could compromise brain development.” This, in turn, could
contribute to learning, attentional, and behavioral problems
later in childhood.™®

Although infants undergo many painful procedures and may
perceive pain more acutely than do adults, pain management
for this population is less than optimal.”'""*" There is wide
variation in the use of pharmacological analgesics in NICUs,*
which increase fluid retention and bilirubin levels and routinely
raise concerns about CNS depressant effects, including respira-
tory depression. Standardized protocols for nonpharmacologi-
cal analgesia are lacking, and NICU personnel may not be
adequately trained in pain assessment, management, and pre-
vention.”® A better understanding of nonpharmacological treat-
ments is needed to advance the development of protocols to
alleviate pain and stress without the risks of potential medica-
tion side effects.™ As a noninvasive, analgesic, and anxiolytic
intervention, controlled auditory stimulation with music may
provide a treatment with a high benefit:risk ratio. The present
study tests the hypothesis that music attenuates physiological
and behavioral responses to heel stick.
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Table |. Age, Sex, Weight, and Apgar Scores of Partcipants

Infant Sex Age (days) Birth weight (g) GA at birth (weeks: days) | m Apgar 5 m Apgar
1c Male 28 1200 30:6 —_— —
C Male 28 | 260 30:6 7 8
3C Male 4 | 790 34:0 8 g
5C Male 4 2305 34:3 B8 9
&C Female I | 780 34:0 8 9
iC Female I 1900 315 7 7
IT Male & 1960 3114 5 9
T Male 35 1260 30:6 7 B
aT Female 4 2195 34:0 B8 9
4T Female 4 2160 34:0 7 ]
5T Female 4 2175 34:3 4 9
&T Male I 2600 34:0 9 9
Fi Male 10 1800 314 8 8

Abbreviations: C, control; T, treatment.

Methods

The study protocol was approved by the Institutional Review
Boards of the hospital and university where the study was
conducted.

Farticipants

All participants were premature infants in the hospital SCU, All
admission logs and medical charts were reviewed soon after
patients were admitted to the unit. We identified infants who
met the following selection criteria for inclusion: (1) gesta-
tional age less than 36 weeks and birth weight no more than
2600 g, (2) not on a ventilator or receiving oxygen inhalation
therapy for respiratory illness, and (3) no neurological disease.
Individual cases were reviewed with nurses caring for each
infant. Parents/guardians received a recruitment letter detailing
the study; they were given one week to decide about participa-
tion and were offered a video of their infant on DVD as a
reward for participation at the conclusion of the study. Par-
ents/guardians and nurses were instructed not to play music
to the infant from the time of enrollment to the experimental
procedure,

Written consent was obtained from the parents of 14 infants,
Participants were pseudorandomized into the treatment group
(N = 7 [4 males]) and control group (N =7 [5 males]) irrespec-
tive of sex and ethnicity. In total, 6 participants were from
3 fraternal twin pairs and 2 participants were from fraternal
triplets; in these cases, one sibling was assigned to the treat-
ment group and the other to the control group, Data for one
male infant in the Control Group were excluded from the anal-
ysis because of a protocol violation: a parent played recorded
music to him several hours a day. Each infant was tested indi-
vidually in her'his isolette.

The age, sex, birthweight, gestational age, and Apgar
scores of each participant are listed in Table 1. The median
gestational age for the control group was 33 weeks, one day;
for the Treatment Group, the median gestational age was
34 weeks. The median postdelivery age at the time of study
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was 7.5 days for the control group and 4 days for the treatment
group. All infants had 5-minute Apgar scores of 7 or greater.
There were no significant differences between groups for any
of these background variables. The parents of all infants were
English-speaking.

Special Care Unit Environment and Routine Care

All infants were admitted to the SCU under the care of an
attending perinatologist, pediatrician, or nurse practitioner.
Infants were housed in closed or open isolettes. The standard
SCU protocol called for serologic testing every Sunday night
or Monday moming. Heel sticks typically occurred between
the hours of 9 and 11 pv or between 4 and 6 am, just before
night time or morning feeding, respectively, Standard
approaches to developmentally sensitive care were implemen-
ted throughout the infants” SCU stays (eg, swaddling, covering
incubators to limit bright light exposure, limiting loud
conversation),

We measured the ambient sound level in the SCU on multi-
ple occasions. A Quest Technologies Impulse Sound Level
Meter Model 2700 was held at the head of an empty, open isol-
ette. During daytime hours, the ambient sound level was
approximately 62 dBA; at night, 56 dBA.

Auditory Stimulation

We listened to several commercially available CDs of lullabies
sung by females in English, We selected one (SRT Music
Group™) in which the lullabies were performed with simple
accompaniment at moderate tempo.

For each patient, the total music stimulation time was
10 minutes. We avoided starting the music shortly before and
during the heel stick because we did not want the patient to asso-
ciate music with the painful stimulus. We used a 10-minute
window of observation because this provided a sufficient time
window for normalization or near-nonmalization of pain-
imnduced changes in outcome variables.
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Recordings of 3 complete songs and part of a 4th were pre-
sented in the 10-minute music stiimulation window: (1) “Row
Row Row Your Boat™ (duration = 3 minutes, 9 seconds), (2)
“Baa Baa Black Sheep™ (3:00), (3) “Are You Sleeping”
{2:23), and (4) the first 1:28 of “Rock a Bye Baby™ (original
song length of 3:06). Each song began with a short instrumental
introduction {range = 6-26 seconds) followed by a sung mel-
ody whose pitches ranged from E3 to C5# on the equal-
tempered scale (fundamental frequencies = 164.8-554 411z,
A4 = 440 Hz) and a moderate tempo of 84 to 88 beats per min-
ute in 44 or 3/4 meter. Each recording contained only 3 to
4 instrumental voices with timbres varying among electric
plano, electric organ, glockenspiel, and synthetic sounds. We
chose traditional Western lullabies sung in English by a female

because we thought they would have the highest probability of

achieving a beneficial effect for our Westermn, English-speaking
population, and because a female voice (1e, mother’s voice) 15
the one most frequently heard prenatally in the womb. More-
over, lullabies include both music and speech sounds, have
cross-cultural significance in parent-infant communication,
and have been shown to improve longer-term endpoints, such
as weight gain in hospitalized infants.™

Each CD track was converted to a monophonic mp3 file
and uploaded onto an Apple iPod. Stimuli were presented at
an intensity of approximately 70 dBA using one JBL Duet
speaker placed in the sagittal midline at the foot of the infant’s
isolette, approximately 50 cm from her/his head, outside the
field of the heel-stick procedure. The advantages of using a sin-
gle speaker playing a monophonic recording (less space, fewer
wires) outweighed the advantages of using 2 speakers playing a
stereo recording, in our opinion, because we did not hypothe-
size that this difference in the spatial mix of the music would
influence the results. The iPod was placed on a small dock at
the bedside.

Physiological Responses

For each infant, HR, respiratory rate (RR), and Ogz-sat were
continuously monitored before, during, and after the heel-
stick procedure using a GE Medical Clinical Information
Center Pro system. During 1 to 2 minutes before the heel-
stick procedure, throughout the procedure, and during the first
4 minutes postprocedure, a trained observer (ML or CV)
recorded at least 4 measurements of each of the 3 dependent
variables per minute. At the beginning of the study, data were
recorded every 15 seconds online in real time by reading the
output of the HR, RR, and O;-sat monitors. About halfway
through the study, we were able to analyze the output of the
monitors offline, which recorded data every 2 seconds, after
data collection was finished. Finally, during the last half of the
post heel stick epoch, data were sampled at 3 points: 5, 7, and
10 minutes postprocedure. For the purpose of population data
analyses, data collected preprocedure, during the procedure,
and <4 minutes postprocedure were calculated using a bin
width of 15 seconds. We checked that there were no significant
differcnces between the means calculated from 15 seconds
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sample points and 2 seconds sample points for each dependent
variable.

Behavioral Responses

Behavioral responses were recorded before, during, and after
the heel-stick procedure with a Samsung SCD-23 digital video
camera. At the start of the procedure, the camera was mounted
on a tripod at the foot of the isolette; after the nurse completed
the heel-stick procedure, the camera was moved closer to the
infant alongside of the isolette. Digital videos were converted
to QuickTime movie files for offline analysis. We initially
aimed to code whether or not cach of the following behaviors
occurred before, during, and after the heel-stick procedure:
(1) eye-openming, (2) head movements, and (3) crying. How-
ever, we were unable to reliably code eye-opening and head
movements. Behavioral data could not be collected during
blood collection for 3 babies because the nurse blocked the
camera’s view; in general, reswaddling of infants following
heel stick compromised the observations of changes in beha-
vior. Behavioral data from one infant was lost due to equipment
malfunction.

Experimental Procedure

Figure 1 depicts the timeline of the heel-stick procedure, audi-
tory stimulation (for the treatment group), and data collection.
The heel-stick procedure was performed by Registered Nurses
caring for the SCL! patients. Stimuli were presented and data
collected by | of the 2 investigators (ML or CV), who were
trained in experimental psychology, acoustic calibration, and
music,

First, with the infant at rest, undisturbed in her'his 1solette,
we recorded baseline HR, RR, and O,-sat data and started the
video. Second, during the prepuncture handling pernod, a nurse
prepared the infant’s heel with a warm pad followed by an alco-
hol swab. There were differences among nurses with respect to
preparation routing and pre and post heel-stick swaddling. In
all, 2 infants in the control group and 2 in the treatment group
were swaddled at baseline and remained so throughout the
heel-stick procedure and recovery period. One infant in the
control group and 2 in the treatment group were not swaddled
at baseline and remained unswaddled throughout the heel-stick
procedure and recovery period. One infant in the Control
Giroup was swaddled at baseline, unswaddled during handling
and blood collection, and remained unswaddled during the
recovery period. One infant in the control group was not
swaddled at baseline, remained unswaddled during handling
and blood collection, and then swaddled during postpuncture
handling and the recovery perind. A total of 3 infants in the
treatment group were swaddled at baseline, unswaddled during
handling and blood collection, and reswaddled during post-
puncture handling and the recovery period. Four infants in the
control group and 4 in the treatment group were given a pacifier
during prepuncture handling; 2 of the pacifiers given to the
control group and all 4 given to the treatment were sweetened
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HEEL-STICK PROCEDURE |
BASELINE HANDLING BLOMY HAMNDILING RECOVERY
COLLECTIOMN
imfani at resi e l-stick preparation nurse punctures skin of heel heel lance instraments remoyved infant umdizturbed and
i isolette; stan unswaddling, heel warmer, with blade, squecses heel 10 fiom isoletie, reswaddling at rest in isoletie
data eolbection aleohol swabhing expeess blood
| T 112 mi -~ 4 4
1< min e ““'1 215 min r is-2min r 11 min

{median B3s) (medion 65) {median 270s) {median 415)
Warmer Heel Heel is Music begins Music ends
in place punciure bandaged { Treaiensenn i Treatimsnt

Crrpip Lirupl

Figure |. Experimental procedure.

with sucrose, Blood collection began with the nurse puncturing
the skin of the prepped heel using a sterile, spring-loaded blade;
squeezing of the heel to collect blood into a tube followed, Fol-
lowing blood collection and subsequent handling, including
bandaging of the puncture site, the infants in the treatment
group were stimulated with music for 10 minutes.

Statistical Analysis

After collecting data from 13 infants over 8 months, we examined
our data using nonparametric statistics (Wilcoxon Signed-Rank
Test) to compare the physiological-dependent variables before,
during, and following the heel-stick procedure. Persistence or
cessation of crying from the heel-stick to the recovery period
was compared between the treatment and control groups using
Pearson 3~ test. Given that we had tested our working hypothesis
al this junciure, we ceased enrollment of additional infants.,

Results

Physiological Results

Figure 2A-C illustrates HR, RR, and Os-sal population data,
respectively, collected before and during heel stick and blood
collection. There was a significant increase in HR from base-
line to blood collection (Wilcoxon Signed-Rank Test [WSRT],
Z = =236, P = 02); on average, HR increased 19%. All
infants showed an HR increase of at least 5 beats per minute
{bpm}; in 8 (62%), HR went above normal limits (=160 bpm).
There was no significant increase in HR coefficient of variation
{CV) across the 2 epochs (WSRT, £ = —0.53, P = .60).

There was a significant increase in RE from baseline to
blood collection (WSRT, Z = -2.24 P = .02]; on average,
RR increased 39%. All infants showed an increase of at least
5 inspirations per minute (ipm); in 10 {77%), RR went above
40 ipm. There was also a significant increase in RR CV (WSRT
Z=-237, P=02).
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There was no significant change in Os-sat from baseling
to blood collection (WSRT, Z = —0.14, P = 89). The nadir
Os-sat fell below 90% for only 3 infants, There was no
significant change in Os-sat CV (WSRT, Z = —1.07, P = .29),

Figure 3A-C illustrates HR, RR, and Os-sat population
data, respectively, collected during blood collection and the
10-minute recovery period (Figure 3). In the treatment group,
there was a significant decrease in HR across the 2 epochs
(WSRT 2 = —2.37, P = .02). On average, HR decreased
17%. In 6 of the 7 infants (86%7) in the treatment group, HR
decreased by 10 bpm or more. In the control group, there was
no significant change in HR (WSRT £ = — .15, P = .25), aver-
age HR decreased only 657, and only 3 of the 6 infants (50%%)
showed an HR decrease of 10 bpm or more. No significant
change in HR variability during recovery versus blood collection
was found for either the treatment group (WRST 2 = —0.68,
P = .50y or the control group (WSRT Z = —1.07, P =.29). There
was no significant change in RR or RR CV from blood collection
to recovery in either the treatment group (respectively, WSRT
L= 034, P =74 7= -0.08, P = 93)or the conirol group
(£=-136,P =17, 2= -094, P = 35).

There was no significant change in Os-sat or O,-sat CV
from blood collection to recovery in either the treatment group
(respectively, WSRT Z = 0,17, P =.86; Z = —0.81, P = 42)
or the control group (£ = —-0.21, P = 83; 7= —-0.37, P = _71).

To further depict the time course of HR, RR. and (3.-sat data
across the various epochs of data collection, we present the
results from a single premature infant in the treatment group
i Figure 4). These are representative of data collected: (1) before
and during heel stick and blood collection for the entire study
population of 13 infants and {2) after blood collection for the
population of 7 infants in the treatment group, who received
controlled auditory stimulation with vocal music during the
10-minute recovery period. This patient was a 2.6-kg male twin
born at 34 weeks gestation with 1-min and 5-min Apgar scores
of 9. He was admitted to the SCU after delivery with a
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Figure 1. Population data collected before and during heel-stick procedure. Error bars represent + | standard error from the mean.

diagnosis of prematurity. The heel-stick procedure was per-
formed during postnatal day one to check bilirubin levels. Ten
minutes before skin puncture, his foot was unswaddled and
prepped with a warming pad. In the minutes before skin pune-
ture, the patient was lying quietly with his eyes closed and no
head movemenis; the HR ranged from 118 1o 132 bpm {mean =
121 bpm; CV = 17%). During the 33 seconds of handling prior
to skin puncture, HR rose to 141 bpm: he remained quiet and
still with eves closed. Immediately uwpon skin puncture, he
began to cry; by 10 seconds postpuncture, HR was 153 bpm,
by 30 seconds it was above the normal limit of 160 bpm
(161 bpm), and by one minute it was 178 bpm (47% above the
bascline mean). During blood collection, mean HR was
175 bpm, and the CV rose to approximately 5 times what it was
at baseline; the peak HR was 192 bpm (59% above baseline) at
150 seconds postpuncture. The infant eried for more than
3 minutes, until he was given a pacifier; his eyes remained
closed, and no head movements were discernable. Heart rate

Oomringdasd froam

began to decline after blood collection when the heel was
bandaged. The heel remamned unswaddled throughout the
postpuncture-handling period and recovery period. During
the 10 minutes of auditory stimulation with vocal music, HR
continued 1o decline until approximately 100 seconds posi-
handling, when it reached a plateau of 125 bpm, near the base-
line mean of 121 bpm. He remained quiet with his eves closed,
and he made a total of only 5 brief head movements,

Changes in RR paralleled those of HR (Figure 4B). At base-
line, mean RR was 24.5 ipm with a CV of 4.5%, During pre-
puncture handling, RR rose slightly, but immediately after
skin punciure, when the infant began to cry, RR rose precipi-
tously and became highly varable. During blood collection,
RR peaked at 83 ipm approximately 100 seconds postpuncture,
and mean RR rose to 46.3 ipm, 89" above baseline, with a 31%
increase in CV. Within 100 seconds after initiation of auditory
stimulation, RR decreased, though its mean and variance
remained elevated relative to baseline.
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Figure 3. Population data collected during blood collection and
recovery.

Oxvgen saturation data for this infant are shown in
Figure 4C. Immediately after skin puncture and initiation of
crying, O,-sat declined and its variance increased. With audi-
tory stimulation, Oz-sat immediately began to rise and its var-
iance decreased. Oxygen saturation reached a plateaun of
approximately 98.5% within 100 seconds,

Behavioral Results

Behavioral data could be reliably recorded in 9 infants: 4 in the
Treatment Group, 5 in the Control Group. During the heel-stick
procedure, 8 out of the 9 ered. Crying ceased in all 4 infants
who recerved auditory stimulation with vocal music during the
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recovery period, whereas 2 of the 4 infants in the Control
Group continued to ery during the recovery period. There was
a trend for a significant 1 -test comparing cessation vs
continuation of crying in the Treatment vs Conirol group
(' =2.667, P =.10) though the small sample size renders the
significance test questionable, We were unahble to reliably code
eye opening and head movements owing to logistical problems
iie, view blocked by nurse, variability among nurses in swad-
dling and pacifier use [as described previously]),

Discussion

The heel-stick procedure is routinely used to obtain blood for
scrologic analyses in small babies who lack peripheral venous
access. The results from our study population of 13 premature
infants demonstrate that the procedure precipitates sudden
increases in HR, RR, and crying that peak within seconds and are
sustained for several minutes after delivery of the acutely painful
stimulus. We tested our working hypothesis that controlled audi-
tory stimulation with vocal music attenuates physiological and
behavioral signs of stress evoked by heel stick.

We chose traditional Western lullabies as our auditory
stimulus because we thought they might have the highest prob-
ability of achieving a beneficial effect. Lullabies include both
music and human vocal sounds, including words, and are
ethologically and ethnologically relevant owing to their rich
cross-cultural history in parent-infant communication. In the
previous clinical studies, lullabies have been shown to acceler-
ate weight gain in hospitalized infants,"

The results show a significant decrease in mean HR over
the 10-minute postprocedure period in the treatment group
(17% mean HR decrease) but not the control group (6% mean
HE decrease). There were no effects of vocal music on RR or
Oz-sat. Qualitative differences between the treatment and con-
trol groups were also observed for erying. We found no sigmif-
icant difference between the treatment and the control groups
with respect to procedure length, so it is unlikely that it contrib-
uted to the observed effects on HR and behavior.

Several limitations of our study may hamper its applicability
to the general population of premature infants undergoing heel
stick. Our population size was small. We studied the effects of
music on a single heel stick; our study does not address the
potential benefits of repeated music stimulation for the patients
in NICU undergoing frequent heel sticks, There was variability
across the clinicians with respect to swaddling, pacifier use,
and sucrose use, Our results may have been influenced by the
fact that a higher proportion of infants in the treatment group
(57 vs 33% in the control group) received sucrose before and
during the heel-stick procedure, However, the response to the
heel stick was equally robust in both groups, and HR increased
as much in the treatment group as in the control group during
the heel-stick procedure. Our behavioral analyses were limited
to crying due to logistical difficulties with video recording in
the SCU. Future studies would benefit from using multiple
cameras from different angles or a mobile camera to improve
the behavioral data collection. With only one small SCU
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participating, there were limited numbers of patients available
for enrolment. A multisite study would be beneficial to increase
the population size and examine reproducibility of resulis
across different centers.

Future studies with larger samples of babies bomn to English-
speaking parents—no less infants from other cultures®™*"—are
needed 1o corroborate our findings and to ascertain whether
different tyvpes of music, other auditory stimuli, or other types
of ecologically and ethnologically relevant stimuli have more
or less of an effect on physiological and behavioral indices of
pain and stress. It is possible that live music may have an even
greater effect on physiological recovery from heel stick, as a
previous study demonstrated a decrease in HR in infants at
rest after stimulation with live music, but not with recorded
music or no music.*®

Neural mechamisms mediating the effects of controlled audi-
tory stimulation with music on HR and other aspects of auto-
nomic function have not been fully clucidated. The results of
experiments with chicks and rats indicate they are not specific
to humans. For example, Sutoo and Akiyama™ played the Ada-
gio by Mozart (K. 205) repeatedly to spontancously hypertensive
rats for 2 hours on 3 consecutive nights at 65 to 75 dB SPL. The
rats” blood pressure as well as their behavioral activity decreased
during the music, and the effect persisted for about 30 minutes
after the music stopped. Compared to a control group that did not
receive music stimulation, treated rats exhibited increased dopa-
mine levels in the neostriatum, Moreover, pretreatment with a
D2 receptor antagonist, but not a 3] receptor antagonist, blocked
the blood pressure response. These results indicate that music
induced the activation of D2 receptors in the neostriztum, which
in tumn, decreased sympathetic tone.

We restricted the recruitment of participants to premature
infants who were free of brain disease and serious illness in
order to minimize any risks from auditory stimulation. No com-
plications were observed. Extending the research to include
infants who are more compromised is feasible, In general, the
vounger the neonate at birth, the greater the risk of illness, the
greater the number of procedures she'he undergoes, and conse-
quently, the greater the risk of recurrent pain and stress.™ Fur-
ther study is needed to determine the age groups and medical
conditions of infant populations that benefit from controlled
auditory stimulation,

Previous Studies

In general, clinical research on the potential benefits of audi-
tory stimulation with music in premature infants has looked
at the endpoints indexing effects of pervasive stress (eg, cardi-
opulmonary events and weight gain). Relatively little work has
focused on specific physiological and behavioral responses to
sudden, noxious stimuli, such as those delivered during medi-
cal procedures.”™ Recordings of the mother talking soothingly
to her baby, digitally filtered to simulate what they would
sound like in the womb, failed to attenuate physiological and
behavioral responses to heel stick in one study.”' Whipple
found decreased behavioral, but not physiological, indices of
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pain and stress following heel stick using a music-reinforced,
nonnutritive sucking paradigm that employed sung lullabies.™

Butt and Kisilevsky™ investigated the effects of music on
physiological and behavioral responses to the heel-siick proce-
dure using a randomized-controlled, single-crossover design
with 14 premature infants in levels 1, 11, and Il nurseries.
Infants were exposed to both a control and a music condition
in 2 separate heel sticks (time lapse between heel sticks
unknown). The music stimuli was either an instrumental ver-
sion of Brahms's Lullaby (Op. 49, No. 4) performed on piano
or a vocal version of the same excerpt, performed a capella.
The absolute sound intensity, 76 dBA on average, was similar
to ours, but the relative stimulus intensity was only about 4 dB
(potentially lower for infants recciving mechanical support),
compared to about 10 dB in our study. Consequently, the sofi-
est portions of the music may have not been audible, thereby
rendering music discontinuous. The duration range of heel-
stick procedure in their study overlapped with ours, and similar
to our study, various aspects of developmentally sensitive care
were “neither consistent nor universal.” Setting aside reserva-
tions about the use of a parametric statistic and multiple post
hoe analyses with multiple factors in a small, clinically diverse
patient population, and acknowledging differences in statistical
and other methods, we note results are paralleling those of this
study. First, a 3-way ANOVA carried out on data collected dur-
ing the heel-stick procedure found an increase in HR, a
decrease in Os-sat, an increase in behavioral arousal score, and
an increase in the facial pain expression score over time for all
babies. Second, a Y-way ANOVA comparing data collected
during the last half of the 10-minute postprocedure recovery
period found smaller changes in HR and facial expression
scores when the infants were played music. No clearcut differ-
ences in the efficacy of instrumental vs a capella music were
discernable.

Bo and Callaghan™ investigated the effects of music, a paci-
fier, or both on physiological and behavioral responses during
and after the heel-stick procedure in 27 Chinese pre- and full-
term neonates, Their crossover design required infants o have
aminimum of 4 heel sticks and the order of the 3 treatment con-
ditions and no-treatment condition was pseudorandomized.
The duration of the heel sticks, time lag between heel sticks,
and characteristics of the developmentally sensitive care were
not provided. The authors characterized the music stimuli as
“soothing,” but the specific music used, its intensity, the inten-
sity of ambient room noise, and the amount of daily exposure to
music were not specified. One-way and multivariate ANOVAs,
the designs of which were not detailed, were reported to show
the significant effects of treatment on HR, blood oxygenation,
and Meonatal Infant Pain Scale (NIPS) scores. A Scheffe test
analyzing all possible comparisons of the different treatment
conditions at each data collection time showed that treatment
with music was associated with the lowest HR, highest oxyge-
nation, and lowest NIPS scores at multiple time points during
and after treatment. At other times, treatment with music plus
a pacifier was associated with these minima and maxima, but
at no time did treatment with a pacifier alone produce this
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result. Acknowledging methodological differences with our
study, most notably the nming of auditory stimulation, we
interpret the findings of Bo and Callaghan as broadly consistent
with ours.

Beneficial effects of controlled auditory stimulation on
acute pain and siress have been observed in the setting of
other medical procedures. In a randomized trial of 58 healthy
male neonates undergoing circumcision, Marchette et al”
reported that they were less likely to have tachycardia toward
the end of the procedure (tightening the clamp, waiting for
hemostasis, and cutting foreskin) if recorded “classical music
for neonates”™'™"™ was played. Burke et al”™ found that
synthesized female vocals and womb sounds stabilized HR
and behavioral agitation in 4 neonates following endotracheal
suctioning, which is frequently performed in critically 1ll,
intubated infants on mechanical ventilation. Chou et al.”®
using the same auditory stimuli of Burke et al, reported that
the musical stimuli improved O.-sat during endotracheal suc-
tioning and may have hastened its returm to baseline levels
after suctioning in 30 infants,

We explored the use of music to reduce stress caused by cra-
nial ultrasound in a set of fraternal twins. One twin was played
lullabies following the procedure and was found to have a
lower mean HR, and unlike the unstimulated twin, did not cry,
These anecdotal observations raise the possibility that music
might decrease stress caused by cranial ulirasound, a procedure
that is commeonly performed on premature infants,

Concluding Remarks

There is growing awareness of the need for better manage-
ment of pain and stress in hospitalized infants who undergo
many medical procedures, standardized approaches to man-
aging procedure-induced pain  remain Incking.“'“‘m'”
Whereas the risk: benefit ratio of treatment with opioids and
sedatives is high, owing to steep dose-response curves and the
potentially devastating consequences of respiratory depression,
nonpharmacological interventions such as controlled auditory
stimulation with music carry litile or no risk to the infant. The
amount, timing, and type of controlled auditory stimulation
that maximize its amelioration of procedure-induced distress
remain unclear, and they may not be easy to predict. Fuure
investigations aimed at optimizing and standardizing the use
of music, other auditory stimuli, and multimodal treatment
incorporating auditory stimuli are needed to advance the
efforts to alleviate pain and stress in this needy patient
population.

Acknowledgments

The authors thank [r Veme Caviness, Dr Anne Young, Dr Kalpathy
Krishnamoorthy, Dr Christine Koh, MNatalie Cameron, Nora Huntley,
Melanie Canales, Pamela Almeida, Chelsea Burleson, Sue Carver,
Robert Escano, Priscilla Frappier, Mary Margarct Finley, Eileen
Jones, Jean MceAuliffe, Donna Meam, Cheryl Olsen, Linda Roth, and
Deb Maddox for their contributions.

Domrningeiod from

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect to
the authorship and/or publication of this article.

Funding

The author(s) disclosed receipt of the following financial support for
the research and/or authorship of this article: The Grammy Foundation,
The Institmte for Music & Brain Science, the Massachusetts General
Hospital Department of Meurology, and student grants from the Harvard
University Mind/Brain/Behavior Interfaculty Initiative amd Harvard
College Rescarch Program.

References

I. Trame M) Biology and music. Music of the hemispheres.

Science. 2000.291(5501):54-56.

. Peretz 1, Zatorre BRI Brain organization for music processing.

Awmeee Rev Psvehol. 2005;56:89-1 14,

3. Grewe O, Nagel F. Kopiez R, Altenmiiller E. How does music
arouse “chills™? Investigating strong emotions, combining psy-
chological, physiological, and psychoacoustical methods. Ann
NY Acad Sci. 2005; 1060:446-449,

4, Grewe O, Magel F, Kopiez B, Altenmiiller E. Emotions over time:
synchronicity and development of subjective. physiological, and
facial affective reactions to music. Emorion. 2007;7(4):774-T88.

5. Hartling L, Shaik M3, Tjosvold L, et al. Music for medical indi-
cations in the neonatal peried: a systematic review of randomised
controlled trials, Arch Dis Child Feral Neonasal Ed. 2009:94(5);
F349-F334,

6, Cepeda M3, Carr DB, Lau J, Alvarez H. Music for pain relief,
Cochrane Database Svst Rev, 2006;(2): CDHO04843,

7. Hanser 5, The New Music Therapists s Handbook 2nd ed. Boston,
MA: Berklee Press Publications; 2000,

#. Mavlor KT, Kingsnorth 5, Lamont A, McKeever P, Macarthur C.
The effectiveness of music in pediatric healthcare: a systematic
review of randomized control trials. Evid Based Complement
Altern Med, 201 1iArmicle 11y 464759): 15 pages.

9. Cepeda MS, Carr DB, Lau J, Alvarez H. Music for pain relief. In:
The Cochrane Collaborarion, Cepeda MS, ed. Cochrane Data-
bhase of Svstematic Reviews, Chichester, UK: John Wiley & Sons,
Lud; 2006. hep:/‘onlinelibrary. wiley.com.proxy.library. vanderhbilt
sedu'o/cochrane'clsysrev/anicles/CIO0484 3 /abstract. himl.
Accessed November 3, 2010,

10, Brade J, Dilee ©, Music therapy for end-of-life care. In: The
Coclirane Collaboration, Bradt J, ed. Cochrane Database of Sys-
temnatic Reviews, Chichester, UK: John Wiley & Sons, Ltd; 2000,
hup:fonlinelibrary, wiley, com.proxy. libracy. vanderbilt, edu/o/
cochrang/clsysrev/articles/CDOOT 169 abstract.htm],  Accessed
Movember 3, 2010,

11, Bradt I, Dileo C, Music for stress and anxiety reduction in coron-
ary heart disease patients, In: The Cochrane Collaboration, Bradt I,
ed. Cochrane Database of Svstematic Reviews, Chichester, TK:
Johin Wiley & Sons, Lud; 2009, hps//onlinelibrary. wiley_com proxy
Jibrary vanderbilt_edw o/cochrane/clsysrev/armicles CDODGBST T/
abstracthtml. Accessed November 2, 2010,

12. Loewy J. Hallan C, Friedman E, Martinez C. Sleep/sedation in
children undergoing EEG testing: a comparison of chloral hydrate

rJ

0 by Mark Tewemo om March 25, 7011

EFTA_R1_02048106
EFTA02696003



Music and Medicine 3{2)

13.

14.

15.

16.

17.

15,

19,

21.

22,

and music therapy. dm J Electronenrodiagmostic Technol. 2006;
4604 ):343-355.

Conrad C, Niess H. Jauch K, et al. Overture for growth hor-
mone: Reguiem for interleukin-6" Crir. Care Med. 2007,
hittpz/wewew . nebi nim.nih. gov. proxy.library vanderbilt. edu/pubmed!
18090379, Accessed November 3, 2010.

Rubel E, Popper A, Fay R. Development of the Auditory Sysiem.
Mew York: Springer; 1998,

Grragiand L), Weiteman ED, Velasco MS, Neurologic maturation
and auditory evoked responses in low hirth weight infants. Pedia-
trics, 19684102 ):483-494,

Starr A, Amlic RN, Martin WH, Sanders 5. Development of audi-
tory function in newbormn infants revealed by auditory brainstem
potentials, Pediarrics, 1977:6006);831-839,

Deliege [, Sloboda 1. Musical Beginnings: Criging and Develop-
ment of Musical Competence. Mew York: Oxford; 1996,

Trehub SE. The developmental origing of musicality. Nat Newrosci.
20030 T):6659-673.

Shahidullah 5, Hepper PG. Frequency discrimination by the fetus.
Early Hum Dev. 1994:360]1):13-26.

. Kisilevsky 5. Hains SMJ, Jacquet AY, Granier-Deferre C,

Lecanuet JP. Maturation of fetal responses to music. Dev Sei.
2004:7(5):550-559,

Jardn R, Pins D, Houfflin-Debarge V, et al. Fetal cortical activa-
tion to sound at 33 weeks of gestation: a functional MRI study,
Newroimage, 20084201 ):10-18,

Cheour M, Ceponiené R, Leppanen P, et al, The auditory sensory
memory trace decays rapidly in newboms, Scand J Psychol,
2002;43(1):33-39,

Mational Cemter for Health Swtistics. Finad Neraline Dara,
www, marchofdimes. com/peristats. Accessed July 28, 2008,

24, Marlow N, Wolke T3, Bracewell MA, Samara M. Neurologic and

25.

2.

28

29,

30,

31

developmental disability at six years of age after extremely pre-
term birth. & Engl J Med. 2005, 352(1):9-19.

Bhutia AT, Cleves MA, Casey PH, Cradock MM, Anand EJS.
Cognitive and behavioral outeomes of school-aged children who
were born preterm: a meta-analysis. JAMA. 2002;288(6):T28-737.
Grunau RE, Haley DW, Whitfield MF, et al. Altered basal cortisol
levels ar 3, 6, & and 1% months in infants born at extremely low
gestational age. J Pedfarr. 2007;150(2):151-156.

. Als H, Lawhon G, Duffv FH, et al. Individualized developmental

care for the very low-birth-weight preterm infant. Medical and
neurofunctional effects, JAMA. 1904;272(11):853-858,
Petryshen P, Stevens B, Hawkins 1, Stewart M. Comparing nursing
costs for preterm infants receiving conventional vs. developmental
care. Nurs Econ. 1997;15(3): 138-145, 150.

Stevens B, Petryshen P, Hawkans 1, Smith B, Tayvlor P. Develop-
mental versus conventional care: a comparison of clinical out-
comes for very low birth weight infants, Can J Nuwrs Res,
1966, 28(4):97-113.

Butler S, Als H. Individualized developmental care improves the
lives of infants borm preterm. Acte Poediair. 2008,97(9):
1173-1175.

MeAnulty G, Duffy FH, Butler 8, et al. Individualized develop-
mental eare for a large sample of very preterm infants: health,

Domningdiad from

3.

33,

34,

35,

36,

a7

38,

34,

41,

42,

43,

45,

47,

48,

49,

neurobehaviour and neurophysiology. Acta  Paediatr. 2009;
SR 121 1920-1926.

Peters KL, Rosvchuk RJ, Hendson L, et al. Improvement of shor-
and long-term outcomes for very low birth weight infants:
Edmonton NIDCAP Trial. Pediatrics. 2009;124(4): 1009- 1020,
Stewart K. PATTERNS—A maodel for evaluating trauma in
NICU music therapy, Music Med, 2000;1(1):29-410,

Mazer SE. Music, noise, and the environment of care. Music Med,
2000;2(3):182-191.

Graven SN, Sound and the developing infant in the NICU: con-
clusions and recommendations for care, J Perinatel, 2000,20(8
Pt 2):588-593,

Oehler M. Developmental care of low birth weight infants. Nurs
Clin North Am, 1993, 28(2):289-301,

Graven 5, Browne . Auditory Development i the Fetus and
Infant. Newborn fnfant Nurs Rev, 2008;8(4):187-193.

American Academy of Pediatrics. Committee on Environmental
Health. Noise: a hazard for the fetus and newborn. Pediatrics.
1997 1004 ):724-T27.

Mational Association of Neonatal Murses. lmfamt and Family-
Cemtered Developmental Care: Guideline jor Practice. Des
Moines, IL: Author; 2000,

. Zahr LK, de Traversay J. Premature infant responses to noise

reduction by earmuffs: effects on behavioral and physiologic
measurcs. J Perinatol. 1995, 15(6):448-455,

Abou Turk C, Wilhams AL, Lasky RE, A randomized clinical
trial evaluating sihicone earplugs for very low birth weight new-
borns in intensive care, J Perinatal, 2009;29(5):358-363,

Philbin ME, Lickliter R, Graven SN, Sensory experience and
the developing organism; a history of ideas and view to the future,
S Perinatod, 20002008 P1 2):52-55,

Aucon 5, Donohue PE, Atkins E, Allen MC, Newrodevelopmen-
tal care in the NICLUL. Memt Retard Dev Disabil Res Rev,
2002:8(4):298-308.

. Siandley M. A meta-analysis of the efficacy of musie therapy for

premature infams., J Pedfarr Nurs, 2002;17(2):107-113.
Johnston CC, Swevens BJ, Franck LS, er al. Factors explaining
lack of response 1o heel stick in preterm newborns. S Cbster Gyne-
col Neonaial Nurs. 1999;28(6):587-594,

. Williams AL, Khattak AZ, Garza CN, Lasky RE. The behavioral

pain response to heelstick in preterm neonates studied longitudin-
ally: description, development, determinants, and components.
Early Hum Dev. 2000;85(0):369-374,

Oberlander T, Saul JP, Methodological considerations for the use
of heart rate vamability as a measure of pain reactivity in vulner-
able infants. Clin Perinarol. 2002;29(3:427-443,

Stevens BJ, Franck L. Special needs of preterm infants in the
management of pain and discomfort, J Ohster Gynecol Neonatal
Nurs, 1995, 24(9):856-862,

Fearon [, Kisilevsky BS, Hains SM, Muir DW, Tranmer 1. Swad-
dling after heel lance: age-specific effects on behavioral recovery
in preterm infants. J Dev Behav Pediair, 19971 8(4):222-232.

. Newnham CA, Inder TE, Milgrom J. Measuring preterm comula-

tive stressors within the NICL: the Neonatal Infant Stressor Scale.
Eavly Hum Dev. 2009:85(9):549-555.

i by Marie Traen om March 25, 2011

EFTA_R1_02048107
EFTA02696004



Trameo et al

83

51. Carbajal R, Rousset A, Danan C, et al. Epidemiology and treat-
ment of painful procedures in neonates in intensive care units,
JAMA . 20083000 1 :60-T0.

52, Barker DI, Rutter M. Exposure to invasive procedures in neonatal
intensive care unit admissions. Arch Dis Child Fetal Neonaral Ed.
1995:72(1):F47-F48,

33, Butt ML. Kisilevsky BS. Music modulates behaviour of premature
infants following heel lance, Can J Nurs Res, 2000;31(4):17-39,

54, Peters KL. Neonatal stress reactivity and cortisol, J Perinar
Neonatal Nurs, 1998;1 1{4):45-59,

55, Grunau RE, Holsti L, Peters JWB. Long-term consequences of
pain in human neonates. Semin Fetal Neonatal Med, 2006;11(4);
268-275.

56. Grunau RE, Haley DW, Whitfield MF, et al. Altered basal cortisol
levels at 3, 6, 8 and 18 months in infants bom at extremely low
gestational age. J. Pealate, 200715002 ): 151-156.

57, Grunau RE, Tu MT, Whitfield MF, et al. Cortisol, behavior, and
heart rate reactivity to immumzation pain at 4 months corrected
age in infants bom very preterm. Chin J Pain. 2010:26(8):
GtE- 704,

38, Whitfield MF, Grunau RE. Teenagers born at extremely low birth
weight. Paediarr Child Healeh, 2006:11(5):275-277.

59. Halimaa 5. Pain management in nursing procedures on premanire
babies. J Adv Nurs, 2003;42(6).587-597,

60, Porter FL, Wolf CM, Miller JP. Procedural pain in newbomn
infants; the mfluence of intensity and development, Pediarmrics,
1999, 104(1 )13,

61, Simons SHP, van Dk M, Anand K5, et al. Do we stll hun
newborn babies? A prospective study of procedural pain and
analgesia in neonates, Arch Pediorr Adolese Med. 2003,
AT 1058-1064,

62, Kahn D], Richardson DK, Gray JE, et al, Variation among neona-
tal intensive care units in narcotic administration, Arch Pediarr
Adolese Med. 1998:152(9):844-851.

63. Aucott 5, Donohue PE, Atking E, Allen MC. Neurodevelopmen-
tal care in the NICU, Ment Retard Dev Disabil Res Rev. 2002,
Bid):298-308.

6. Furlough B, Watson L; SRT Music Group. Sing-A-Long Luffabies.
Tallahassee, FL; 1999,

63, Standley JM. The effect of comtingent music to increase non-
nutritive sucking of premature infants. Pediarr Nues. 2000;
2605):493-495, 408-4949,

66, del Olmo M, Garndo C, Tamo F. Music therapy in the PICU:
- to G-month-old babies, Music Med, 2000;2(3):158-166.

67, Gilad E, Amon 5. The role of live music and singing as a stress-
reducing modality in the neonatal intensive care unit. Music
Mede, 20010:2(1):18-22,

68, Arnon 5, Shapsa A, Forman L, et al. Live music 15 beneficial to
preterm infants in the neonatal intensive care umit environment,
Birch, 2006,33(2):131-136.

6%, Sutoo [, Akiyama K. Music improves dopaminergic neurotrans-
mission: demonstration based on the effect of music on blood
pressure regulation. Brain Res. 2004;1016(2):255-262.

70, Robb 3L, Carpenter 15, Bums DS, Reporting guidelines for
music-based interventions. J Health Psyehal. 20000 httpod/
www. nchinlm.nih.gov.proxy. library. vanderbilt.edu/pubmed’
20709884, Accessed November 7, 2010,

71. Johnston CC, Filion F, Nuyt AM. Recorded matemnal voice for
preterm neonates undergoing heel lance, Adv Neomatal Care,
2007, T3 258-266.

72, Whipple J. The effect of music-reinforced nonnutritive sucking
on state of preterm, low birthweight infants experiencing heel-
stick. J Music Ther, 2008;45(3):227-2712.

73, Bo LK, Callaghan P. Soothing pain-clicited distress in Chinese
neonates, Pediairics, 2000, 105{4 ). E49.

74. Marchette L, Main R, Redick E. Pain reduction during neonatal
circumcision, Pediair Nurs, 1989, 15(2):207-208, 210,

75. Burke M, Walsh J, Oehler J, Gingras J. Music therapy following
suctioning: four case studies. Neowatal Neow, 1995:14(7):41-49,

T6. Chou L, Wang R. Chen 8, Pai L. Effects of music therapy on oxy-
gen saturation in premature infants receiving endotracheal suc-
tioning. J Nurs Res. 2003:1 1(3):209-216.

77. Larsson BA. Pain management in neonares. Acta Paediare,
1000 e 12):1301-1310.

Bios

Mark Jude Tramo, MD, PhID, 15 Associate Professor in Newrology &
Lecturer in Ethnomusicology at the David Geffen School of Medicine
& Herb Alpent School of Music, UCLA; Medical Director of Neuro-
logical & Rehabilitation Services at the Good Samaritan Hospital Los
Angeles; and Director of the Institute for Music & Brain Science,

Miriam Lense, M5, is a PhD candidate in Clinical Psvchology in the
Department of Psychology and Human Development at Vanderbili
University, and a Research Associate at the Institute for Music and
Brain Science.

Caitlin Van Ness, MS5T, is a Research Associate at the Instinute of
Music and Brain Science.

Jerome Kagan, PhDD, 15 Professor Emeritus in Pavchology and the
director of the Mind/Brain'Behavior Initiative at Harvard University.

Margaret Dovle Settle, RNC, MSN, 1z Nurse Director of the New-
born Intensive Care Umit at Massachusetts General Hospital and a
Research Associate at the Institute for Music and Braim Science,

Jonathan H. Cronin, MD, 15 Chief of the Meonatology Unit at Mas-
sachusetts General Hospital.

Domningdiad from 0 by Mark Tramao on March 25, 2011

EFTA_R1_02048108
EFTA02696005



