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Abstract

Assessing pain in non-communicative patients remains challenging in anaesthesia and
intensive care. When self-report is unavailable, clinicians infer nociception from behaviour
and physiology. Behavioural scales such as the Behavioral Pain Scale and the Critical-
Care Pain Observation Tool are simple and reproducible, supporting consistent practice;
however, performance declines with deep sedation, neuromuscular blockade, or severe
neurological injury. Where behavioural cues are absent or unreliable, physiological and
neurophysiological signals provide partial information. Autonomic indicators, including
heart rate variability, the Surgical Pleth Index, pupillometry, and skin conductance, cap-
ture sympathetic responses to noxious stimuli rather than perceived pain and are sensi-
tive to drugs, haemodynamic instability, shivering, and agitation. Electroencephalogra-
phy and functional near-infrared spectroscopy identify cortical responses to nociceptive
input, yet clinically useful thresholds remain context dependent, and most applications
are research-based. Emerging machine-learning systems that integrate behaviour and
physiology show promise, but models validated in the operating room are not auto-
matically applicable in the intensive care unit and require new external validation with
potential recalibration. Evidence is generally stronger intraoperatively than in intensive
care, and paediatric data are limited. No instrument directly measures subjective pain
when self-report is absent. Available tools index nociception through behavioural and
physiological correlates and must be interpreted within the clinical context.

Anaesthesiol Intensive Ther 2025; 57:e365-e380

Received: 18.09.2025, accepted: 02.11.2025

CORRESPONDING AUTHOR:

Dr. Szymon Zdanowski, Department of Anaesthesiology
and Intensive Therapy, Medical University of Gdansk,

17 Mariana Smoluchowskiego St., 80-214 Gdansk,
Poland, e-mail: s.zdanowski@gumed.edu.pl

Key words: pain measurement, pain management, analgesia, monitoring, physio-
logical, artificial intelligence, machine learning, critical care, intensive care units,
electroencephalography.

Assessing pain is central to safe anaesthesia and
intensive care, yet it is often most difficult when
patients are sedated, intubated, or nonverbal [1, 2].
In the absence of self-report, clinicians rely on
observable behaviour and physiological signals,
both of which can miss pain or prompt overtreat-
ment [3]. To address this, newer approaches esti-
mate nociception rather than pain per se - ranging
from structured behavioural scales to autonomic
and brain-signal measures, with emerging options
such as computer-vision facial analysis, contact-
free sensors, and wearables. These tools can inform
decisions, but none is definitive, and all remain
vulnerable to confounders (e.g., haemodynamic

instability, B-blockade, vasopressors, deep seda-
tion, neuromuscular blockade); interpretation
belongs in clinical context and should feed a pre-
defined action-reassessment plan. A pragmatic mul-
timodal strategy includes anchoring assessment in
validated behavioural scales when feasible, adding
an objective index when not, and reassessing
against agreed thresholds, in line with PADIS prin-
ciples: Clinical Practice Guidelines for the Preven-
tion and Management of Pain, Agitation/Sedation,
Delirium, Immobility, and Sleep Disruption in Adult
Patients in the ICU [4].

This is especially important in paediatric pa-
tients. In infants and young children, pain assess-
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ment is even more challenging. Their behavioural
responses are often non-specific, and their physio-
logical regulation is still developing. Some objective
monitors have been adapted for use in children -
but the data are more limited, and normal ranges
vary by age. In neonates, pain responses may be
blunted or unclear, and no single tool has been
shown to work well in all situations. This makes
a combined approach essential when caring for
this group.

The purpose of this review is to summarize the
current methods available for objective assessment
of acute pain in anaesthesia and intensive care, with
a focus on both adult and paediatric populations.
We review recent literature, including clinical stu-
dies, reviews, and professional guidelines. The arti-
cle covers four main categories of tools: behavioural
scales, vital signs and autonomic system measure,
neurophysiology and multimodal indices, and
Al-based tools. For each group, we describe how
the method works, its clinical uses, limitations, and
the quality of supporting evidence.

In this review, pain refers to the conscious and
subjective experience that requires awareness and
can be communicated by the patient. By contrast,
nociception describes the neural activity respon-
sible for detecting and transmitting potentially
harmful stimuli. Objective monitoring techniques,

TABLE 1. Level of evidence (LoE). Narrative appraisal of current evidence

whether based on autonomic responses or (neuro)
physiological signals, indicate nociceptive or stress-
related activity rather than pain itself. Consequently,
unless studies involve awake subjects who can re-
port their sensations, the parameters are discussed
here should be formally considered as measures
of nociception.

To provide an overview of the available research,
we summarised the current evidence in a narrative
level-of-evidence (LoE) table (Table 1). The grading
reflects the amount, design, and consistency of pub-
lished studies and indicates the relative robustness
of data supporting each monitoring modality. This
approach follows the general logic of evidence
hierarchies but does not rely on a formal system
such as OCEBM (Oxford Centre for Evidence-Based
Medicine) or GRADE (Grading of Recommendations
Assessment, Development and Evaluation).

BEHAVIOURAL METHODS OF PAIN ASSESSMENT

Accurate pain assessment in anaesthetised and
critically ill patients unable to self-report remains
amajor challenge. Traditional self-report tools are not
very feasible, and physiological indicators may reflect
symptoms of sympathetic reaction or critical illness
rather than pain [2]. Due to this, behavioural tools
based on observable responses (e.g., facial expres-
sion, body movements, muscle tension, ventilator

Method LoE (OR) | LoE (ICU) Evidence highlights Key caveats
Behavioural scales - Moderate Validated against procedures; Mostly single-centre cohorts; limited outcome
(BPS, CPQT) good inter-rater reliability [1, 2, 6-9] data despite guideline endorsement [4, 21]
Vital signs (HR, BP, RR) Low Low Universally available markers Non-specific for pain;

of general stress response [3] heterogeneous observational evidence [3, 22]
Pupillometry/PPI Moderate Low OR/ICU cohorts and RCTs show sensitivity to Small samples;

nociception; useful with deep sedation or NMB | lighting/eye-access and drug confounding;
[12,18,23-27,29] ICU evidence limited [12, 28, 29]

Skin conductance Low Low Continuous signal; responsive to noxious Poor specificity; artefacts from anxiety/fever/
(EDA) stimulation in OR/ICU cohorts [13, 14] sweating; sparse ICU validation [13, 14, 29]
HRV/ANI Moderate Low Multiple trials/reviews support intra-op Requires sinus rhythm; sepsis/ventilation/

titration value [11, 16, 31-34] vasoactives confound ICU baselines [11, 35]
Surgical Pleth Index | Moderate Low Predicts early postop pain; meta-analyses No consistent opioid reduction across
(SP1) and RCTs show intra-op signal meta-analyses; PPG quality/positioning effects

[20, 30, 36, 40—45] [15,17,36]
Nociception Level Moderate | Investigational Intra-op validation and R(Ts; Clinical benefit uncertain; specialised probe;
Index (NOL) meta-analysis shows statistical improvements limited ICU data and early pilots/protocols
[46—55] [35,52-54]
EEG/fNIRS Low Low Mechanistic links between cortical signals Small/experimental studies; no standard
(neurophysiology) and pain/nociception [58—61, 76—79] cut-offs; susceptibility to EMG/artefacts and
clinical confounders [60, 62, 67]
Al-based behavioural Low Investigational Emerging multimodal systems; Bias and generalisation risks;
tool early feasibility in clinical settings [81-86] privacy/ethics considerations;
limited external validation [81, 87—89]

LoE used in this review (narrative appraisal): high — consistent multicentre RCTs with patient-centred outcomes, moderate — multiple trials/meta-analyses show reliable discrimination, outcome benefits unclear/
inconsistent, low — small/heterogeneous studies with inconsistent effects, investigational — early feasibility or very limited data (no established clinical role).
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compliance) have become essential components
of pain management protocols in intensive care
units (ICUs) and can also provide useful information
about an anaesthetised patient [2].

Among the most extensively validated in adult
population tools are the Behavioral Pain Scale (BPS)
and the Critical-Care Pain Observation Tool (CPOT).
Using these tools helps standardize pain monitoring
and has been linked to improved clinical outcomes,
including reduced duration of mechanical ventila-
tion and ICU stay [5].

Behavioral Pain Scale

The BPS (Table 2) was first introduced in 2001
by Payen et al. [6] as an instrument for assessing
pain in mechanically ventilated patients receiving
analgesia and sedation. Since then, the BPS has
been validated across multiple ICU settings and
studies, and it is now recognized as one of the most
widely used tools for pain assessment in critically
ill patients [7, 8]. The BPS comprises three key com-
ponents: facial expression, movement of the upper
limbs, and either compliance with mechanical ven-
tilation or vocalization in non-intubated patients.
The scale ranges from 3 (no pain) to 12 points
(maximum pain), with scores corresponding to
pain intensity. A score of > 6 is generally consid-
ered indicative of moderate to severe pain, war-
ranting therapeutic intervention. Research demon-
strates that the BPS is psychometrically sound and

TABLE 3. The Critical-Care Pain Observation Tool (CPOT)

TABLE 2. Behavioral Pain Scale (BPS)

Facial expression Relaxed 1
Partially tightened (e.g., brow lowering) 2

Fully tightened (e.g., eyelid closing) 3

Grimacing 4

Upper limbs No movement 1
Partially bent 2

Fully bent with finger flexion 3

Permanently retracted 4

Compliance Tolerating movement 1
with ventilation Coughing but tolerating movement 2
Fighting ventilator 3

Unable to control ventilation 4

Total score range: 3—12. Interpretation: 3 points — no pain, 46 points — mild pain, 7—9 points — moderate pain,
1012 points — severe pain.

Clinical takeaway: Standard for mechanically ventilated ICU patients — threshold > 6 indicates significant pain.
Payen JF, Bru 0, Bosson JL, Lagrasta A, Novel E, Deschaux |, et al. Assessing pain in critically ill sedated patients by using
a behavioral pain scale. Crit Care Med 2001; 29: 2258-2263 [6].

achieves moderate to high agreement between
independent observers [2].

Critical-Care Pain Observation Tool

The CPOT (Table 3) was first developed and vali-
dated in 2006 by Gélinas et al. [1] as an instrument
for assessing pain in critically ill adults. The tool
evaluates four behavioural domains: facial expres-

T S T

Facial expressions Relaxed, neutral (no muscle tension observed) 0
Tense (frowning, brow lowering, orbit tightening, levator contraction, 1

or other changes such as tearing during nociceptive procedures)
Grimacing (eyelids tightly closed, mouth open or biting ET tube) 2
Body movements Absence of movements or normal position (not aimed at pain site, not protective) 0
Protective movements (slow, cautious, touching or rubbing pain site, seeking attention) 1
Restlessness/agitation (pulling tubes, thrashing, striking at staff, 2

attempting to sit up or climb out of bed)
Muscle tension Relaxed (no resistance to passive movements) 0
Tense/rigid (resistance to passive flexion/extension of upper limbs, or when being turned) 1
Very tense/rigid (strong resistance, impossible to complete passive movement) 2
Compliance Tolerating ventilator or movement (no alarms) 0
with ventilator Coughing but tolerating ventilation (alarms may be activated but stop spontaneously) 1
(intubated patients)

Fighting ventilator (asynchrony, frequent alarms) 2
Vocalization Talking in normal tone or no sound 0
(extubated patients) Sighing, moaning 1
Crying out, sobbing 2

Total score range: 0—8. Interpretation: 0—2 points — no pain or minimal discomfort, > 3 points — indicates the presence of pain, 6—8 points — suggests severe pain or distress and requires prompt

analgesic intervention and reassessment after treatment.
Clinical takeaway: preferred when distinguishing pain from non-pain-related agitation; threshold = 3 indicates pain.

Gélinas C, Fillion L, Puntillo KA, Viens C, Fortier M. Validation of the critical-care pain observation tool in adult patients. Am J Crit Care 2006; 15: 420-427 [1].
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sion, body movements, muscle tension, and either
compliance with the ventilator or vocalization in
non-intubated patients. It has demonstrated strong
reliability and validity in differentiating painful from
non-painful procedures. Each feature is scored be-
tween 0 and 2 points, and the total score ranges
from 0 (no pain) to 8 (maximum pain).

Since its introduction, the CPOT has been ex-
tensively validated across diverse intensive care set-
tings worldwide, and it is currently recommended
as one of the standard behavioural scales for non-
communicative ICU patients [9].

Behavioural pain assessment tools are often
compared in clinical settings to evaluate their reli-
ability and diagnostic accuracy in non-communica-
tive ICU patients. Rijkenberg et al. [9] and Thomas
et al. [10] compared the BPS and CPOT. Both scales
demonstrated good inter-rater reliability and in-
creased scores during a painful procedure (turning),
confirming their sensitivity to nociceptive stimuli.
These findings suggest that both scales can be ap-
plied with confidence in daily ICU practice.

Quality of evidence and limitations

The main limitations of these measures include
observer subjectivity, reduced reliability in cases
of deep sedation, neuromuscular blockade, or neu-
rological injury, as well as their inability to capture
the multidimensional nature of pain. They may also
confuse pain with agitation or non-nociceptive re-
sponses. For this reason, behavioural scales should
be complemented by clinical judgment and physio-
logical indicators.

Although BPS and CPOT are the most validated
behavioural tools in those settings, most support-
ing studies are small, single-centre observational
cohorts with moderate risk of bias. Multicentre
randomized trials demonstrating improvements in
hard outcomes such as mortality or long-term mor-
bidity are lacking. Reliability decreases in deeply
sedated, paralyzed, or neurologically impaired pa-
tients. Overall, the level of evidence is moderate,
and these tools should be interpreted in the context
of broader clinical judgment [9, 10].

AUTONOMIC AND PHYSIOLOGICAL METHODS
OF ACUTE PAIN ASSESSMENT

Painful stimulation shifts autonomic tone to-
ward sympathetic activation with vagal withdrawal,
creating a characteristic pattern in which heart rate
(HR) rises and high-frequency heart rate variabil-
ity (HRV) falls [11, 12]. Peripheral vasoconstriction
lowers pulse-oximetry waveform amplitude, pupils
dilate, and palmar sweating increases [13-16]. Be-
cause these changes are measurable at the bedside,
nociceptive stress can be tracked through several

autonomic approaches: electrocardiography (ECG)-
derived HRV/ANI [12, 17], pulse-oximetry - based
SPI [18], electrodermal activity [16], reflex pupil-
lometry [13, 19], and multiparametric indices such
as NOL [20, 21]. Most tools here read autonomic
activity rather than pain, so their drawbacks repeat
across methods. Signals are nonspecific and rise
with anxiety, fever or general stress, and they shift
with drugs that change autonomic tone, including
beta blockers, anticholinergics, opioids and vasoac-
tive medication [12, 22]. In the ICU, sepsis and venti-
lation can depress HRV, deep sedation or neuromus-
cular block alters reactivity, and practical constraints
add noise: light and eye access limit pupillometry,
skin moisture and anticholinergics alter electroder-
mal activity, PPG quality and positioning affect SPI,
and NOL needs a dedicated probe and remains in-
vestigational [12-15, 18-20].

Physiological parameters — heart rate,
blood pressure, respiratory rate

Acute nociception triggers a stereotyped stress
response via sympathetic-adrenomedullary and
hypothalamic—pituitary—adrenal activation, typically
manifesting as tachycardia, hypertension, tachy-
pnoea, pupillary dilatation, sweat gland activity (dia-
phoresis), and a rise in circulating cortisol. Because
HR, blood pressure (BP), and respiratory rate (RR) are
continuously monitored in the operating room (OR),
ICU, and post-anaesthesia care unit (PACU), clinicians
have long used changes in these variables as read-
ily available, though non-specific, signals of pain or
distress [3, 23].

HR and BP can be influenced by numerous fac-
tors other than pain, such as fever, hypovolaemia,
hypoxia, anxiety, medications or emotional/psycho-
logical stimuli. Studies in emergency department
patients have shown no clear linear correlation
between self-reported pain scores and HR [13], and
BP fluctuations can similarly occur for reasons unre-
lated to nociception. Respiratory rate may increase
with pain but is also affected by sedation, ventilator
settings, or metabolic factors. Consequently, relying
on a single vital sign to assess pain often leads to
false positives or negatives.

In ICU patients, interventions such as beta-
blockers, neuromuscular blocking agents, or deep
sedation can blunt or mask typical physiological
responses to pain. As a result, normal vital signs do
not rule out pain, and abnormal signs do not al-
ways indicate it. Clinical guidelines stress that vital
signs alone are insufficient for pain assessment but
can serve as cues for further evaluation [14]. While
universally available, vital signs lack specificity for
pain monitoring and are now considered adjunc-
tive indicators — helpful for identifying general
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stress responses but too confounded by other fac-
tors to guide analgesia reliably on their own.

Quality of evidence and limitations

The evidence supporting vital signs as pain indi-
cators is weak. Most studies are observational with
heterogeneous methods, and common confound-
ers (fever, anxiety, hypovolaemia, hypoxia and vaso-
active agents) undermine reliability. Consequently,
the overall certainty of evidence is low; used in iso-
lation, vital signs show poor discriminant validity for
pain and should serve only as cues to trigger assess-
ment with validated instruments [3, 24].

Pupillometry (pupillary dilation reflex)

The pupillary dilation reflex is an autonomic re-
sponse directly linked to nociceptive stimulation,
where noxious stimuli increase sympathetic activ-
ity and inhibit parasympathetic tone, causing pupil
dilation — even in unconscious patients. Infrared pu-
pillometry quantifies this reflex by measuring pupil
size and its response to a controlled stimulus. Un-
like behavioural pain scores, this reflex remains in-
tact under neuromuscular blockade, making it par-
ticularly valuable for deeply sedated or paralyzed
patients. Pupillometry allows for monitoring of an
autonomic reflex closely coupled to nociception, of-
fering greater specificity than global vital signs [25].

Modern portable pupillometers deliver precise,
objective measurements and, when paired with
a controlled noxious stimulus (e.g., tetanic electrical
stimulation), allow clinicians to estimate analgesia
levels using the Pupillary Pain Index (PPI). The PPI,
scored from 1 to 9 (or 0 to 10), reflects the pupil-
lary dilation response: low scores indicate adequate
analgesia, while high scores suggest insufficient
analgesia [26] and have been shown to correlate with
nociception and predict reactivity in children [27].
In the OR, pupillometry helps anaesthesiologists
titrate opioids by detecting inadequate analgesic
depth during surgical stimuli, reducing opioid con-
sumption and preventing unwanted pain respons-
es [28]. In ICU settings, pupillometry is useful for
assessing pain in sedated or unconscious patients,
with studies showing correlations between pupil-
lary dilation and behavioural pain scores during
routine procedures [19]. It can also predict inade-
quate analgesia during interventions such as en-
dotracheal suctioning, allowing proactive adjust-
ments to analgesic infusions [29].

Despite its advantages, pupillometry has limi-
tations. It is episodic rather than continuous, and
requires shielding from ambient light as well as
unobstructed eye access, which may be impractical
with ocular or cranio-facial pathology (e.g., injury,
oedema, cataract). Pupillometry is highly sensitive

to nociception but drug effects can confound it and
performance varies between patients and proce-
dures, so findings should be interpreted in the clini-
cal context. It is most effective in intraoperative set-
tings and for ICU patients under deep sedation or
neuromuscular blockade, where conventional pain
scales are not applicable.

Quality of evidence and limitations

Pupillometry has been evaluated in several small
randomized trials and observational studies, mostly
in OR or ICU settings. While results are promising,
evidence remains limited to single-centre cohorts,
often with < 100 participants, and susceptible to
drug and lighting confounders. No large multicentre
randomized controlled trials (RCTs) have confirmed
its routine clinical value. The current evidence level
is low-to-moderate [13].

Skin conductance (electrodermal activity
responses)

As noted above, sympathetic activation increas-
es sweat eccrine gland activity; skin-conductance
monitors leverage this by measuring cutaneous
electrical conductance, which rises with sweat se-
cretion. Often termed galvanic skin response or
electrodermal activity (EDA) monitoring, this tech-
nique involves placing electrodes on the palmar
surfaces of the hand or sole of the foot to detect
minute fluctuations in skin conductance and thus
perspiration. Skin conductance rises within seconds
of a noxious stimulus and is most reliable for track-
ing changes within the same patient; baseline val-
ues vary widely, so between-patient comparisons
are less meaningful [14]. Skin conductance reflects
eccrine activation via sympathetic cholinergic fibres
- as opposed to adrenergic fibres, which regulate,
inter alia, HR and contractility, vascular tone, and
pupillary dilatation. This response occurs rapidly
and is independent of haemodynamic changes.
Research by Storm et al. [14] indicated that the skin
conductance algesimeter responds to noxious stim-
uli with a high sensitivity (around 90%) and can de-
tect nociception-related autonomic reactions better
than HR or blood pressure. During general anaes-
thesia, increases in skin conductance correlate with
surgical stress and are attenuated by analgesics. Be-
cause sweat gland activity is not affected by neuro-
muscular blockade or most anaesthetic agents, this
technique can work even in fully paralyzed patients
[30]. It also provides continuous, real-time output
- potentially allowing clinicians to see a‘spike’on
a monitor shortly after a patient experiences a no-
ciceptive event.

Skin conductance monitoring has been explored
in various clinical contexts. For example, Glinther
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et al. [15] monitored ICU patients with the Med-
Storm device and observed that skin conductance
fluctuations increased during routine nursing proce-
dures and apparent discomfort. However, they also
found significant limitations in specificity: patients
who were agitated or anxious (even if not in pain)
also showed elevated conductance activity, and
deeply sedated patients had generally low conduc-
tance regardless of moderate pain. The overlap be-
tween pain-induced and agitation-induced signals
was considerable. This study concluded that while
skin conductance might reflect a general ‘stress’
level, it was unsuitable for detecting pain alone in
the ICU context because of confounding factors [22].

Electrodermal activity reflects sympathetic
arousal rather than pain. Additionally, agitation
and fever can produce false positives. Analogically,
changes in sedation levels or emergence from
anaesthesia can also trigger responses unrelated
to pain. States that impair eccrine function (such
as skin dryness, peripheral neuropathy, influence
of anticholinergic drugs) may yield spuriously low
readings [15, 22]. While the monitor provides con-
tinuous data, it can be difficult to interpret, as cli-
nicians must separate meaningful increases from
random fluctuations or background noise. There is
no clear standard for how many fluctuations indi-
cate pain, so the results must always be considered
in context. These challenges have limited the use
of skin conductance monitoring for pain assessment
in adult critical care.

Quality of evidence and limitations

Most studies on electrodermal activity are pi-
lot or feasibility projects with small sample sizes.
Although sensitivity to nociceptive stimuli is high,
specificity is poor, with frequent false positives re-
lated to agitation, stress, or fever. No randomized
trials or large multicentre validations are available.
The overall quality of evidence is low, and clinical
applicability in adult ICU remains very limited.

Heart rate variability and Analgesia
Nociception Index

HRYV refers to the natural beat-to-beat fluctua-
tions in HR caused by dynamic autonomic nervous
system balance. In a healthy resting state, the vagus
nerve influences variability of the HR, particularly
linked to the respiratory cycle. Acute pain or noci-
ceptive stress tends to decrease parasympathetic
(vagal) activity and increase sympathetic activity,
which leads to a reduction in high-frequency HRV
and a relative increase in low-frequency compo-
nents. Based on this physiology, monitoring HRV
can provide insight into the patient’s nociception
level-diminished HRV (specifically, reduced high-

frequency variability) is associated with pain and
stress, whereas higher HRV indicates a more relaxed,
comfortable state [12, 31].

The Analgesia Nociception Index (ANI) is a metric
derived from HRV analysis. ANI monitors use the ECG
signal to calculate the proportion of high-frequency
variability in the last 56-176-second window (de-
pending on used index and version of the device),
internally normalized within the analysis window,
and scale it into an index from 0 to 100 that is contin-
uously updated. An ANI of 100 would correspond to
maximal parasympathetic tone (suggesting no noci-
ceptive stress), whereas an ANI of 0 would mean no
high-frequency variability (indicating extreme noci-
ception or pain stress). In practice, during balanced
general anaesthesia, ANI values typically range be-
tween ~50 and 70; drops below a certain threshold
(e.g. ANI < 50) might signal inadequate analgesia,
prompting intervention. It isimportant to remember
that the reliability of HRV-based monitors depends
on a normal sinus heart rhythm and relatively stable
physiology. Cardiac arrhythmias such as atrial fibril-
lation, frequent ectopic beats, or paced rhythms in-
validate the ANI calculation, because the algorithm
assumes variability is due to autonomic modulation,
not random rhythm disturbance.

ANI has been extensively studied in the OR set-
ting. Data show that a declining ANI often precedes
or accompanies signs of autonomic response to
a surgical stimulus and can lead to lower opioid
consumption [32]. Additionally, a recent trial of
automated (closed-loop, ANI-guided) remifentanil
delivery during burn surgery showed promising
results (lower intraoperative remifentanil use and
improved haemodynamic stability) without sacrific-
ing postoperative analgesia [33]. Systematic reviews
and meta-analyses indicate that ANI is moderately
effective in reflecting intraoperative nociception, al-
though results have been mixed [34]. A meta-analysis
assessing periprocedural applicability of the ANI
analogue for neonates (NIPE, Newborn Infant Para-
sympathetic Evaluation) revealed heterogeneous
outcomes and study designs, indicating that further
studies are required to confirm its efficacy [35].

HRV-based nociception monitoring in awake or
lightly sedated ICU patients is less validated. Critical
iliness or inflammation can by itself reduce HRV (of-
ten seen in sepsis or MODS), so critically ill patients
might have low ANI values at baseline not strictly
related to pain [36].

Currently, evidence suggests that while ANl and
similar indices can improve the titration of opioids in
the OR, it should be treated as a tool to refine clini-
cal judgment. In the ICU, HRV-based monitoring re-
mains mostly investigational, except perhaps in spe-
cific scenarios such as during procedural sedation.



Monitoring acute pain in the OR and ICU

Quality of evidence and limitations

Several RCTs and meta-analyses have assessed
ANl in perioperative settings, but the results are
inconsistent — some show reduced intraoperative
opioid use, while others fail to demonstrate diffe-
rences in postoperative pain outcomes. ICU studies
are mostly pilot cohorts with major confounding from
sepsis, arrhythmias, and vasoactive drugs. Overall,
the evidence behind ANI remains moderate in anaes-
thesia and low in intensive care [34].

Surgical Pleth Index

The Surgical Pleth Index (SPI) is an objective index
derived from the pulse oximetry curve — photople-
thysmogram - that quantifies the balance between
nociception and analgesia during general anaesthe-
sia. The SPI is calculated from two key components
of the pulse wave: the heartbeat interval (HBI, reflect-
ing the interpulse interval) and the pulse photople-
thysmography amplitude (PPGA). SPl is computed as
100 minus a weighted combination of HBl and PPGA,
with greater weight given to changes in PPGA. No-
ciceptive stimulation triggers sympathetic nervous
system responses — namely, tachycardia (shortened
HBI) and peripheral vasoconstriction (reduced PPGA)
- which cause the SPI value to rise. Thus, higher SPI
values correspond to an increased sympathetic re-
sponse to pain, whereas lower values reflect ade-
quate analgesia or deep anaesthesia. Monitoring SPI
requires only a standard pulse oximeter sensor, mak-
ing it non-invasive and easily integrated into routine
intraoperative monitoring. The numeric SPI (0-100)
allows intuitive interpretation: in adults under gen-
eral anaesthesia, 20-50 is typically optimal; persistent
values above this range may signal an inadequate
opioid effect, and values below it may indicate ex-
cessive autonomic suppression.

Pooled RCTs/meta-analyses show no overall re-
duction in intraoperative opioid use with SPI guid-
ance. They do show modest benefits (fewer tachycar-
dia events, lower propofol use, faster eye opening),
but effects on extubation time, postoperative pain
scores, postoperative nausea and vomiting, and
postoperative opioid use remain mixed [16, 18]. Ad-
ditionally, SPI values measured before emergence
have been linked with early postoperative pain
levels and analgesic needs, suggesting a predictive
role [31].

SPI reads sympathetic activation and is not pain
specific. Interpretation should account for photople-
thysmography signal quality and patient position-
ing [37].

Apart from SPI, the plethysmographic perfusion
index (PI) (also known as the peripheral perfusion
index — PPI) has been examined as a marker of no-
ciceptive response. Recent work illustrates ongoing

but uneven interest in this approach, e.g. a recent
intraoperative study showed Pl to fall with surgi-
cal stimulation and rise after opioid administration
[38]. Smaller postoperative cohorts, including an
earlier study by Chu et al. [39], reported Pl increases
after pain relief and modest correlations with anal-
gesic requirement [40]. These examples reflect con-
tinued interest in Pl as a nociception marker, but
current evidence is inconsistent and lacks formal
validation.

Quality of evidence and limitations

Evidence for SPI-guided analgesia comes pri-
marily from small randomized trials; findings on
opioid use are mixed [41-45], and pooled analyses
show no overall reduction [16]. Effects on haemody-
namic/sympathetic stability are modest [16] and in-
consistent across studies [42, 43, 46]. Outcomes are
largely surrogate, with clinically relevant endpoints
such as delirium, length of stay, or mortality being
rarely addressed. Heterogeneity in anaesthetic tech-
niques, comparators, and SPI targets further limits
synthesis [16, 18]. Almost no data exist for ICU po-
pulations. The current evidence is moderate in surgi-
cal settings and low in critical care.

Nociception Level Index

The Nociception Level (NOL) Index is a techno-
logy that supports personalized analgesic manage-
ment using a numeric, non-linear scale from 0 (no
nociception) to 100 (extreme nociception), with
values above 25 indicating insufficient analgesia
[47, 48]. It employs a special finger-probe sensor
platform to continuously collect and analyse phy-
siological signals through advanced algorithms.
The system integrates data from four sensors — pho-
toplethysmography, galvanic skin response, peri-
pheral temperature, and accelerometry - to cap-
ture the sympathetic response to noxious stimuli
[20]. From these inputs, the NOL algorithm extracts
and evaluates parameters such as pulse rate, pulse-
rate variability, pulse-wave amplitude, skin con-
ductance level, peripheral temperature, and move-
ment. This multiparametric approach improves
the detection and quantification of nociceptive
responses [21, 49].

Clinical evidence highlights the benefits of us-
ing the NOL Index to guide analgesic management
during surgery. In a prospective RCT, NOL-guided
opioid titration during major abdominal surgery un-
der sevoflurane/fentanyl anaesthesia led to signifi-
cantly improved postoperative pain scores compared
to standard care [49]. Similarly, a double-centre RCT
found that patients undergoing elective abdominal
surgery reported less postoperative pain when opi-
oid dosing was adjusted based on the NOL Index [50].
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Beyond pain control, studies have linked NOL moni-
toring to enhanced haemodynamic stability during
major abdominal and gynaecological laparoscopic
procedures, further demonstrating its clinical utility
[51, 52]. Notably, a trial regarding abdominal pro-
cedures revealed that NOL-guided analgesia re-
duced remifentanil consumption by approximately
30%, underscoring its potential to optimize opioid
use while maintaining effective pain manage-
ment [52].

While NOL monitoring shows promise in criti-
cally ill patients, its application in the ICU remains
under investigation. Studies suggest that NOL can
differentiate between nociceptive and non-noci-
ceptive stimuli [53], making it a potentially valu-
able tool for pain assessment in ICU patients. This
includes those receiving continuous neuromuscu-
lar blockade with deep sedation as well as patients
managed with light-to-moderate sedation without
neuromuscular blocking agents [36].

The NOL Index has been compared to common-
ly used pain-assessment tools, including HR, systolic
blood pressure (SBP), ANI, and the Bispectral Index
(BIS) [48]. Studies consistently show that all these
indicators deviate significantly from baseline during
nociceptive stimulation. The NOL Index outperforms
the other parameters, underscoring its superior sen-
sitivity and potential clinical utility [36, 47, 48].

In summary, the NOL Index represents a sig-
nificant advancement in nociception monitoring,
providing a multiparametric and objective method
to guide analgesic management. Its potential to
improve intraoperative and critical care pain assess-
ment, reduce opioid consumption, and enhance
patient outcomes makes it a valuable tool for mo-
dern anaesthetic practice. The main limitation of this
method is that can be influenced by similar factors as
other autonomic-based indices.

Quality of evidence and limitations

Clinical studies of the NOL Index include several
randomized trials [e.g., 36, 39, 40, 42, 54], but most
are single-centre, and some are industry-sponsored,
introducing potential bias. Sample sizes are mod-
est, and ICU applications remain investigational,
with a major trial underway (NCT05339737) [55].
Although the 2023 meta-analysis by Bornemann-
Cimenti et al. [56] found statistically significant
reductions in postoperative opioid use and pain
intensity with NOL-guided anaesthesia, it showed
no clinically meaningful benefits; therefore, current
evidence does not support routine NOL use. More
independent multicentre studies are needed before
the tool can be considered for routine practice. Cur-
rent evidence is preliminary and low-to-moderate
in quality.

NEUROPHYSIOLOGICAL AND AI-BASED TECHNIQUES
Electroencephalography

A few years after discovering the human elec-
troencephalogram in 1929 and describing sensory
‘alpha blocking’ (i.e., the suppression of resting oc-
cipital rhythms by sensory input or attention), Hans
Berger demonstrated (in 1935) that a brief painful
stimulus (a needle prick) could disturb ongoing
rhythmic activity. This early observation hinted that
brain signals might provide objective readouts of
pain [57, 58]. Systematic electroencephalography
(EEG) research focused on pain and nociception ac-
celerated much later, from the 1980s on, eventually
linking quantitative oscillations to perceived intensi-
ty in paradigms of sustained (e.g., tonic heat, alpha-
pain relations), as well as phasic stimulation [59].
Broadly, reductions in sensorimotor alpha (8-12 Hz)
and beta (12-30 Hz) frequencies correlate with
noxious stimuli, whereas increases in prefrontal/
salience-network gamma (> 30 Hz) correlate with
reported pain intensity during tonic stimulation
[60-62]. For brief, phasic noxious stimuli, transient
increases in low-frequency power (delta 1-4 Hz,
theta 4-8 Hz), together with gamma event-related
synchronization, superimposed on sensorimotor
alpha desynchronization, are characteristic [59].
Early machine-learning approaches can detect such
signatures in real time, but performance is not con-
sistent across patients, states, and drugs [63, 64].

In EEG, two recording approaches matter clini-
cally. Scalp EEG is non-invasive and easy to deploy
but blends sources and offers limited anatomical
specificity. Intracranial EEG has shown nociception-
related activity in operculo-insular and cingulate
regions, but these findings come from epilepsy-
mapping and experimental settings and are not
currently applied to pain monitoring [65].

EEG patterns are heavily influenced by drugs,
sedation depth, movement, and noise; current met-
rics still lack evidence for routine clinical use. Still,
the experimental patterns above offer anchors:
alpha/beta reductions index nociceptive drive, while
frontal gamma relates more to perceived intensity.
Under general anaesthesia, cortical responses to
noxious stimuli are state- and drug-dependent,
which precludes their universal use as markers in
this context [61, 63].

At the same time, EEG-derived or EEG-electro-
myography (EMG) monitors have been tested in
clinical practice: qCON/gNOX (CONOX) provides
hypnosis and a probabilistic response-to-noxious-
stimulus index [66]; the GE Entropy module’s RE-SE
gap reflects facial EMG reactivity and can widen
with nociception [67]; BIS is a primarily hypnosis
index, but EMG-related BIS surges during noxious
stimulation (or neuromuscular-block reversal) are
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well described [68]; and the fully EEG-based Pain
Threshold Index (PTI) has shown early promise,
including a randomized trial of PTI-guided analge-
sia [69]. These tools are available and potentially
useful/helpful, but the body of evidence is still too
small for recommendation of their routine use.

Complementing the oscillation-based EEG
markers outlined above, nociceptive evoked po-
tentials (EPs) are time-locked cortical responses to
noxious stimuli that provide an objective probe
of small-fibre/spinothalamic function, comple-
menting examination, sensory testing and imag-
ing. In practice, several modalities are available [62],
among which laser-evoked potentials (LEPs) are
the best established for clinical neurophysiology,
with the broadest evidence base and sensitivity to
spinothalamic lesions. Crucially, because EPs need
timed stimuli and averaging, they cannot track on-
going nociception at the bedside; they are mainly
used in controlled pain/analgesia studies, not real-
time analgesia titration. As of now, EEG metrics lack
evidence to inform routine analgesia titration in
practice, but recent trials are addressing exactly this:
for example, validation of EEG-guided analgesia in
older adults undergoing CABG surgery (recently
completed, NCT05279898), a PICU validation of pro-
cessed EEG (SedLine PSI) for analgosedation in me-
chanically ventilated children (NCT05969483). Col-
lectively, the next steps are standardized pipelines,
robust normative data, and multicentre outcome
trials linking EEG-guided decisions to pain, opioid
use, and recovery.

Functional near-infrared spectroscopy

Functional near-infrared spectroscopy (fNIRS) is
a non-invasive optical method that measures corti-
cal activity through changes in oxy- and deoxyhae-
moglobin. Its portability makes it especially useful
in settings where conventional neuroimaging is
impractical, such as neonatology and anaesthesia.

fNIRS was central to proving that infants both
feel and process pain - Slater et al. [70] showed
that heel lance evokes oxygenated haemoglobin
increases in the contralateral somatosensory cortex
of newborns. These findings, later corroborated with
EEG [71] and functional magnetic resonance imag-
ing (fMRI) [72] studies, contributed to overturning
the outdated belief that neonatal brains were too
immature for nociception. A 2011 review empha-
sized that cortical responses can be measured even
when behavioural cues are absent, making fNIRS
particularly valuable in fragile infants [73]. More re-
cent work has used fNIRS to test interventions such
as sucrose or skin-to-skin care, with mixed effects on
cortical activity [74] and to assess pain associated
with circumcision [75].

In adults, fNIRS detects reproducible cortical
changes during experimental thermal and mecha-
nical pain [76]. Clinically, nociceptive activity has
been observed during colonoscopy [77] and dur-
ing surgical incision under general anaesthesia [78].
Importantly, cortical responses persist under anaes-
thesia (although typically attenuated), raising the
prospect of fNIRS as a monitor of intraoperative noci-
ception [79].

Catheter ablation under anaesthesia was shown
to evoke cortical deactivations measurable with
fNIRS. A randomized trial further demonstrated that
remifentanil attenuated these responses compared
with placebo [79, 80], highlighting its potential for
guiding intraoperative analgesia.

Although not yet standard practice, several pro-
mising uses are emerging. In neonatology, fNIRS may
complement behavioural scores to provide objective
pain assessment and evaluate analgesic strategies.
In perioperative care, forehead probes could be in-
corporated into multimodal anaesthesia monitor-
ing to detect inadequate analgesia before motor
or autonomic changes occur. Beyond the OR, fNIRS
may also support assessment in non-communicative
adults, such as patients with cognitive impairment or
disorders of consciousness.

Recent advances in signal processing and artefact
correction are improving the reliability of fNIRS and
moving it toward clinical application. Functional-
connectivity studies indicate utility for monitor-
ing responses to non-pharmacological analgesia,
including virtual-reality interventions for cancer
pain [81]. In parallel, clinical evaluation is progress-
ing with several trials underway; the role of fNIRS in
analgesic targeting and routine bedside monitoring
remains to be defined.

Quality of evidence and limitations

EEG and fNIRS provide valuable mechanistic in-
sights, but clinical validation is scarce. Most studies
are experimental, involve small samples, and lack
standardized protocols or reproducible cut-offs.
Signals are highly susceptible to confounders (seda-
tives, muscle activity, artefacts), limiting generaliz-
ability. At present, evidence quality is low, and these
techniques remain research tools rather than estab-
lished clinical monitors.

Al-based tools

From dementia wards to PACUs and ICUs, Al algo-
rithms that read behaviour (through analysis of
faces, voice, and/or motion) are emerging as poten-
tially reliable tools for pain detection. Broadly, ap-
proaches fall into three groups: facial-video systems,
audio-based classifiers using vocalizations/prosody,
and multimodal pipelines that fuse face/audio with
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simple physiology [82]. Facial-analysis apps such as
PainChek show good reliability in hospital patients
with dementia but are aids, not replacements, for
clinical judgment [83]. Beyond dementia care, peri-
operative facial-video models can triage clinically
significant pain with high accuracy [84]. ICU-focused
systems are also emerging: a prospective adult-ICU
study demonstrated feasible automated facial-
video classification of pain, and a pilot calibration
trial (NEVVA) during sedation weaning reported
AUC = 0.79 with reasonable sensitivity/specificity
[85]. Multimodal pipelines that fuse facial video with
simple physiology (e.g., heart-rate time series) im-
prove binary detection efficiency, and continuous-
monitoring approaches combining face/audio with
ECG/EMG/EDA further strengthen performance [86].
In practice, performance is limited by occlusion
(tubes, masks), variable lighting, oedema, and se-
dation. Within this field, a wide range of tools em-
ploying distinct methodological approaches has
been proposed, a comprehensive synthesis of which
was provided by Werner et al. [82]. Ethical (and prac-
tical) issues include known demographic biases
in common monitors, e.g., pulse oximetry [87],
and more broadly, dataset bias [88], the need for
explicit consent and strong privacy safeguards
for continuous audio/video capture [89], and avoid-
ing over-reliance on surrogate indicators when pa-
tient self-report - the clinical reference standard - is
available [90].

TABLE 4. The Face, Legs, Activity, Cry and Consolability (FLACC) Scale

m Description
Face No particular expression or smile 0
Occasional grimace or frown, withdrawn, disinterested 1
Frequent to constant frown, clenched jaw, quivering chin 2
Legs Normal position or relaxed 0
Uneasy, restless, tense 1
Kicking, or legs drawn up 2
Activity Lying quietly, normal position, moves easily 0
Squirming, shifting back and forth, tense 1
Arched, rigid, or jerking 2
Cry No cry (awake or asleep) 0
Moans or whimpers, occasional complaint 1
Crying steadily, screams or sobs, frequent complaints 2
Consolability Content, relaxed 0
Reassured by occasional touching, hugging, or talking; 1

distractible

Difficult to console or comfort 2

Total score range: 0—10. Interpretation: 0 point — relaxed and comfortable, 1-3 points — mild discomfort, 4—6 points
— moderate pain, 7—10 points — severe discomfort or pain.

Clinical takeaway: First-line for young children as non-communicative patients.

Merkel SI, Voepel-Lewis T, Shayevitz JR, Malviya S. The FLACC: a behavioral scale for scoring postoperative pain in young
children. Pediatr Nurs 1997; 23: 293-297 [96].
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Quality of evidence and limitations

Overall evidence quality is low to moderate,
driven by single-centre studies, small datasets, sur-
rogate labels, retrospective analyses, and limited
external validation. Generalisability remains un-
certain due to demographic imbalance, occlusion/
lighting artefacts, device variability, sedation effects,
and a paucity of prospective trials linking outputs to
analgesic decisions or patient outcomes.

ACUTE PAIN ASSESSMENT IN THE PAEDIATRIC
POPULATION

Pain in hospitalized children is often underreco-
gnized despite its common occurrence, particularly
during diagnostic and therapeutic procedures. Accu-
rate pain intensity assessment is crucial for effective
treatment and outcomes, as it allows for persona-
lized interventions that improve quality of life [91].
While over 40 validated scales exist for assessing
acute pain in young children, alongside multidi-
mensional tools for older children, their clinical use
remains inconsistent, undermining their potential to
enhance patient care.

Premature infants and newborns pose unique
challenges, as their inability to communicate ver-
bally necessitates careful observation of beha-
vioural cues such as muscle tension, grimacing, and
positional changes. Nociceptive pathways are ac-
tive from birth [70-72], but descending inhibitory
mechanisms remain immature, which may enhance
responsiveness to noxious stimuli [92, 93]. Repeated
painful exposures, even from routine care, can lead
to lasting stress, impacting development and po-
tentially causing emotional, behavioural, and cog-
nitive impairments [93]. The therapeutic team must
therefore prioritize minimizing pain and stress dur-
ing medical care to mitigate these risks.

Additionally, patients with intellectual disabilities
present further complexities, as their behavioural
changes can obscure typical pain indicators, com-
plicated by conditions such as seizures or neuro-
logical disorders [94, 95]. These challenges high-
light the need for specialized training and tailored
approaches to ensure effective pain management in
vulnerable populations.

Behavioural scales

The Face, Legs, Activity, Cry, and Consolability
(FLACC) Scale (Table 4) and the COMFORT-Behavioral
Scale (Table 5) are two widely used behavioural
tools for assessing pain, distress, and sedation in
paediatric patients. The FLACC scale, introduced in
1997, is designed to evaluate postoperative, proce-
dural, and acute pain in children, particularly young
children and those with intellectual disabilities [96].
It assesses five parameters - facial expression, leg
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TABLE 5. COMFORT-Behavioral (COMFORT-B) Scale
Indicator

Alertness

Description Score
Deeply asleep 1

Lightly asleep

Drowsy

Awake and alert

v | B~ W N

Hyper-alert

Calmness/Agitation

—_

Calm

Slightly anxious

Anxious

Very anxious

v | B W N

Panicky

Respiratory response (for ventilated patients)

_

No response to ventilation

Minimal response

Occasional response

Frequent response

v | B W N

Severe resistance

Respiratory response (for spontaneously

N

Regular breathing, normal rate

breathing patients)

Occasional mild response

Moderate response

Marked response

Severe response, irregular breathing

v | B~ W N

Physical movement

—_

No movement

Occasional slight movements

Frequent small movements

Vigorous movements

v B W N

Extreme, thrashing movements

Muscle tone

_

Totally relaxed

Reduced muscle tone

Normal muscle tone

Increased tone, flexed fingers/toes

v | B W N

Extreme rigidity/extension

Facial tension

_

Relaxed facial muscles

Slightly tense (occasional frown, grimace)

Tense (frequent frown, clenched jaw)

Very tense (jaw clenched, quivering chin)

Extreme tension (grimacing, constant frown)

v | B W N

Total score range: 6—30. Interpretation: 6—10 — over-sedation, 11—23 — moderately sedated patient, 24—30 — pain or distress (requires intervention).

Clinical takeaway: standard in PICU for ventilated and sedated children.

Ista £, van Dijk M, Tibboel D, de Hoog M. Assessment of sedation levels in pediatric intensive care patients can be improved by using the COMFORT behavior'scale. Pediatr Crit Care Med 2005; 6: 58-63.

position, activity, crying, and consolability — each
scored on a 0-2 scale, resulting in a total score
of 0-10, where 0 indicates no pain and 10 requires
immediate intervention [96].

The COMFORT-Behavioral Scale, originally deve-
loped for mechanically ventilated children, has been
validated for use in both ventilated and non-ventilat-
ed paediatric intensive care unit (PICU) patients [97].
It evaluates six factors: alertness, calmness/agita-

tion, respiratory response (or crying), physical move-
ment, muscle tone, and facial tension; each is scored
from 1 to 5, yielding a total score of 6-30. Scores
indicate oversedation (6-10), moderate sedation
(11-23), or minimal/no sedation (24-30) [97]. While
both scales are observational tools for paediatric
care, the FLACC scale is specific to pain assessment,
whereas the COMFORT-B scale focuses on sedation
and distress. Both share the goal of providing stan-
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dardized methods for monitoring and improving
patient comfort.

Physiological and neuromonitoring
techniques in paediatric pain assessment

In recent years, physiological and autonomic
methods such as the HRV-derived NIPE index [35],
pupillometry[27], and skin conductance measure-
ment [98], have been increasingly used to assess
pain in paediatric populations, especially when ver-
bal communication is limited. These techniques, as
mentioned earlier, focus on physiological responses
to pain, with the NIPE index being validated for use
in neonates, particularly in the NICU, to detect insuf-
ficient pain relief in anaesthetized infants and criti-
cally ill children [99, 1001.

However, pain assessment in neonates remains
challenging due to the immaturity of the central
nervous system and nonspecific behavioural re-
sponses. While behavioural and physiological scales
are helpful, they do not directly measure neocortical
nociception, which is critical for pain encoding and
central pain pathway development. Brain-oriented
techniques such as fNIRS [73, 75], EEG [71], and
fMRI [72] have been employed to assess neonatal
pain at the cortical level, with evidence suggesting
that both sensory and emotional pain components
are active in neonates.

Despite advancements, no single gold standard
exists for pain assessment in infants and young
children. Each method has limitations: behavioural
scales may be influenced by non-pain factors, physio-
logical measures such as HRV or skin conductance
lack specificity, and brain-oriented techniques are
resource-intensive and impractical for routine use.
Additionally, pain assessment differs from adults
due to developmental variations in pain perception
and expression. For instance, neonates’ underdevel-
oped pain inhibitory systems heighten sensitivity to
noxious stimuli, necessitating tailored approaches.

Given these challenges, a multimodal strategy
combining behavioural, physiological, and brain-

oriented techniques is essential to capture pain’s
multidimensional nature in paediatric populations.
While no single tool encompasses the full extent
of the phenomenon of pain and nociception, inte-
grating multiple methods provides a more compre-
hensive understanding, enhancing management
strategies and improving care for even the young-
est patients.

Quality of evidence and limitations

Pain assessment in children employs diverse
methods tailored to their needs, each offering dis-
tinct advantages and challenges. Behavioural scales,
while practical, can be influenced by non-pain fac-
tors. Physiological measures provide objective data
but may lack specificity. Brain-oriented techniques
offer direct cortical insights but are impractical for
routine use. A multimodal approach enhances un-
derstanding, and developmental considerations are
crucial for accurate assessment.

CONCLUSIONS

Assessing pain in patients who cannot self-
report, across adult and paediatric intensive care,
remains difficult. Behavioural scales (BPS, CPOT,
FLACC, COMFORT-B) are the most recommended
and validated options; they are simple and repro-
ducible but observer-dependent, less reliable with
deep sedation or neurological impairment, and do
not capture pain’s multidimensionality. The main
characteristics of each method are listed in Table 6,
with children-specific caveats in Table 7.

Autonomic and physiological indices (pupillo-
metry, HRV-derived ANI/NIPE, SPI, skin conduc-
tance) provide supplementary information when
behavioural cues are sparse, including under deep
sedation or neuromuscular blockade. Evidence for
these tools is stronger in peri-operative settings
than in the ICU, where validation is limited and find-
ings are mixed; specificity is further constrained by
drug effects, haemodynamic instability, and non-
pain stressors.

TABLE 7. Objective pain monitoring methods in paediatrics — main applications and limitations

M Application Key limitations

Pupillometry (PPI)
sedated children

Correlates with nociceptive stimulation in anesthetized/

and small pupil size in neonates

Episodic, influenced by light, drugs,

Skin conductance

Detects sympathetic arousal in neonates/
infants during painful procedures

Low specificity; stress, fever, or agitation may mimic pain

research on anaesthesia and procedures

ANI/NIPE ANl studied in older children; NIPE adapted for neonates, Confounded by illness, autonomic immaturity, drugs;
sensitive to inadequate analgesia thresholds age-dependent
SPI Explored in paediatric anaesthesia; Interpretation difficult in infants due to high heart rates;
higher values linked to postoperative pain/opioid needs limited validation
EEG/fNIRS Demonstrates cortical responses to pain in neonates; Remains experimental; requires specialized equipment;

not bedside-ready
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Neurophysiological approaches (EEG, nocicep-
tive evoked potentials, fNIRS) provide insight into
central processing but largely remain in the research
domain and require further clinical validation.
Al-enabled behavioural monitoring is emerging,
although performance is affected by occlusion,
lighting, sedation, device variability, and scarce ex-
ternal validation.

No single tool replaces clinical judgement.
A multimodal strategy - integrating behavioural as-
sessment, physiological indicators, neurophysiology
where available, and selected Al-based adjuncts - of-
fers the best prospect for individualised analgesia
while minimising under- and overtreatment.

FUTURE DIRECTIONS

The evidence base remains dominated by small,
single-centre studies with heterogeneous meth-
ods; adequately powered multicentre trials should
evaluate effects on patient-centred outcomes (e.g.,
opioid exposure, delirium, ICU length of stay). Stan-
dardised protocols and thresholds would improve
reproducibility, and clinically embedded multimod-
al pipelines merit testing. Paediatric and neonatal
populations are under-studied and require rigorous
validation and cost-effectiveness analyses for wider
implementation.

ACKNOWLEDGEMENTS

1. The use of Al: language editing, reference manag-
ment.

2. Financial support and sponsorship: None.

3. Conflicts of interest: H.M. is a member of Advisory
Editorial Board of AIT Journal, S.Z. is an assistant to
the Editor in Chief in AIT Journal.

4. Presentation: J.K.D.: Writing — Original Draft Prepa-
ration (Behavioral Methods of Pain Assessment),
Formal Analysis (LoE), Review & Editing. J.R.-K.:
Writing — Original Draft Preparation (pediatric).
M.M.C.: Writing — Original Draft Preparation (Au-
tonomic and physiological methods of acute
pain assessment), Review & Editing. S.Z.: Writing
— Original Draft Preparation (EEG, fNIRS, Al), Edit-
ing & Review, Conceptualization, Formal Analysis
(LoE). W.G.: Writing — Original Draft Preparation
(NOL index). H.M.: Writing — Review & Editing,
Supervision. A.B.-S.: Writing — Review & Editing,
Supervision. S.B.: Writing - Original Draft Prepa-
ration (Introduction, Conclusions), Conceptualiza-
tion, Project Administration, Supervision.

REFERENCES

1. Gélinas C, Fillion L, Puntillo KA, Viens C, Fortier M. Validation of
the critical-care pain observation tool in adult patients. Am J Crit
Care 2006; 15: 420-427.

2. Chanques G, Pohlman A, Kress JP, Molinari N, de Jong A, Jaber S,
et al. Psychometric comparison of three behavioural scales for

20.

21.

the assessment of pain in critically ill patients unable to self-report.
Crit Care 2014; 18: R160. DOI: 10.1186/cc14000.

Shahiri TS, Gélinas C. The validity of vital signs for pain assessment
in critically ill adults: a narrative review. Pain Manag Nurs 2023; 24:
318-328. DOI: 10.1016/j.pmn.2023.01.004.

Devlin JW, Skrobik Y, Gélinas C, Needham DM, Slooter AJC, Pand-
haripande PP, et al. Clinical practice guidelines for the prevention
and management of pain, agitation/sedation, delirium, immobility,
and sleep disruption in adult patients in the ICU. Crit Care Med
2018; 46: 825-e873. DOI: 10.1097/CCM.0000000000003299.
Payen JE Bosson JL, Chanques G, Mantz J, Labarere J. Pain as-
sessment is associated with decreased duration of mechanical
ventilation in the intensive care unit: a post hoc analysis of the
DOLOREA study. Anesthesiology 2009; 111: 1308-1316. DOI:
10.1097/ALN.0b013e3181c0d4f0.

Payen JE, Bru O, Bosson JL, Lagrasta A, Novel E, Deschaux I, et al.
Assessing pain in critically ill sedated patients by using a beha-
vioral pain scale. Crit Care Med 2001; 29: 2258-2263. DOI: 10.1097/
00003246-200112000-00004.

Ahlers SJGM, van der Veen AM, van Dijk M, Tibboel D, Knibbe CAJ.
The use of the Behavioral Pain Scale to assess pain in conscious sedat-
ed patients. Anesth Analg 2010; 110: 127-133. DOI: 10.1213/ANE.
0b013e3181c3119%e.

Rahu MA, Grap MJ, Ferguson P, Joseph P, Sherman S, Elswick RK.
Validity and sensitivity of 6 pain scales in critically ill, intubated
adults. Am J Crit Care 2015; 24: 514-523. DOI: 10.4037/ajcc2015832.
Rijkenberg S, Stilma W, Bosman RJ, van der Meer NJ, van der
Voort PHJ. Pain measurement in mechanically ventilated patients
after cardiac surgery: comparison of the Behavioral Pain Scale (BPS)
and the Critical-Care Pain Observation Tool (CPOT). ] Cardiotho-
rac Vasc Anesth 2017; 31: 1227-1234. DOI: 10.1053/j.jvca.2017.
03.013.

Thomas D, Kuruppasseril AJ, Samad RA, George EJ. Compara-
tive accuracy of CPOT, BPS, and NVPS for pain assessment in
mechanically ventilated ICU patients: a prospective observational
study. Indian J Crit Care Med 2025; 29: 492-497. DOI: 10.5005/
jp-journals-10071-24984.

Loggia ML, Juneau M, Bushnell CM. Autonomic responses to heat
pain: Heart rate, skin conductance, and their relation to verbal rat-
ings and stimulus intensity. Pain 2011; 152: 592-598. DOI: 10.1016/
j.pain.2010.11.032.

Wujtewicz M, Owczuk R. Heart rate variability in anaesthesiology
- narrative review. Anaesthesiol Intensive Ther 2023; 55: 1-8. DOI:
10.5114/ait.2023.126309.

Packiasabapathy S, Rangasamy V, Sadhasivam S. Pupillometry in
perioperative medicine: a narrative review. Can J Anesth 2021; 68:
566-578. DOI: 10.1007/512630-020-01905-z.

Storm H. Changes in skin conductance as a tool to monitor nocicep-
tive stimulation and pain. Curr Opin Anesthesiol 2008; 21: 796-804.
DOI: 10.1097/ACO.0b013e3283183fe4.

Giinther AC, Bottai M, Schandl AR, Storm H, Rossi P, Sackey PV.
Palmar skin conductance variability and the relation to stimulation,
pain and the motor activity assessment scale in intensive care unit
patients. Crit Care 2013; 17: R51. DOI: 10.1186/cc12571.

Xu X, Zhang XF, Yu ZH, Liu J, Nie L, Song JL. Comparison of surgi-
cal pleth index-guided analgesia versus conventional analgesia tech-
nique in general anesthesia surgeries: A systematic review and meta-
analysis. ] Clin Anesth 2025; 103: 111800. DOTI: 10.1016/j.jclinane.
2025.111800.

Ledowski T, Averhoff L, Tiong WS, Lee C. Analgesia Nociception In-
dex (ANI) to predict intraoperative haemodynamic changes: results
of a pilot investigation: ANT to predict haemodynamic changes. Acta
Anaesthesiol Scand 2014; 58: 74-79. DOI: 10.1111/aas.12216.

Oh SK, Won Y], Lim BG. Surgical pleth index monitoring in peri-
operative pain management: usefulness and limitations. Korean
J Anesthesiol 2024; 77: 31-45. DOI: 10.4097/kja.23158.
Lukaszewicz AC, Dereu D, Gayat E, Payen D. The relevance of pu-
pillometry for evaluation of analgesia before noxious procedures in
the intensive care unit. Anesth Analg 2015; 120: 1297-1300. DOI:
10.1213/ANE.0000000000000609.

Ben-Israel N, Kliger M, Zuckerman G, Katz Y, Edry R. Monitor-
ing the nociception level: a multi-parameter approach. J Clin Monit
Comput 2013; 27: 659-668. DOI: 10.1007/s10877-013-9487-9.
Ledowski T, Schneider M, Gruenewald M, Goyal RK, Teo SR, Hruby J.
Surgical pleth index: prospective validation of the score to predict
moderate-to-severe postoperative pain. Br ] Anaesth 2019; 123:
328-332. DOI: 10.1016/j.bja.2018.10.066.



Monitoring acute pain in the OR and ICU

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34,

35.

36.

37.

38.

39.

40.

41.

42.

Ledowski T. Objective monitoring of nociception: a review of cur-
rent commercial solutions. Br ] Anaesth 2019; 123: e312-e321. DOI:
10.1016/j.bja.2019.03.024.

Afenigus AD. Evaluating pain in non-verbal critical care patients:
a narrative review of the Critical Care Pain Observation Tool and its
clinical applications. Front Pain Res 2024; 5: 1481085. DOI: 10.3389/
fpain.2024.1481085.

Arbour C, Gélinas C. Are vital signs valid indicators for the assessment
of pain in postoperative cardiac surgery ICU adults? Intensive Crit
Care Nurs 2010; 26: 83-90. DOI: 10.1016/.iccn.2009.11.003
Wildemeersch D, Peeters N, Saldien V, Vercauteren M, Hans G. Pain
assessment by pupil dilation reflex in response to noxious stimu-
lation in anaesthetized adults. Acta Anaesthesiol Scand 2018; 62:
1050-1056. DOI: 10.1111/aas.13129.

van Vlaenderen D, Hans G, Saldien V, Wildemeersch D. Pupillary
reflex dilation and pain index evaluation during general anesthesia
using sufentanil: a double-blind randomized controlled trial. Pain
Manag 2022; 12: 931-941. DOI: 10.2217/pmt-2022-0027.
Sabourdin N, Del Bove L, Louvet N, Luzon-Chetrit S, Tavernier B,
Constant I. Relationship between pre-incision Pupillary Pain Index
and post-incision heart rate and pupillary diameter variation in chil-
dren. Pediatr Anesth 2021; 31: 1121-1128. DOI: 10.1111/pan.14253.
Berthoud V, Nguyen M, Appriou A, Ellouze O, Radhouani M,
Constandache T, et al. Pupillometry pain index decreases intraop-
erative sufentanil administration in cardiac surgery: a prospective
randomized study. Sci Rep 2020; 10: 21056. DOI: 10.1038/s41598-
020-78221-5.

Paulus J, Roquilly A, Beloeil H, Théraud J, Asehnoune K, Lejus C.
Pupillary reflex measurement predicts insufficient analgesia before
endotracheal suctioning in critically ill patients. Crit Care 2013;
17: R161. DOI: 10.1186/cc12840.

Martinelli M, Trinchero V, Silvetti S. Nociception monitoring.
In: Fast-Track in Cardiac Anesthesia: Cardiac Surgery in the Era
of ERAS. Springer Nature; 2024, p. 129-141.

Hung KC, Huang YT, Kuo JR, Hsu CW, Yew M, Chen JY, et al. Elevat-
ed surgical pleth index at the end of surgery is associated with post-
operative moderate-to-severe pain: a systematic review and meta-
analysis. Diagnostics 2022; 12: 2167. DOI: 10.3390/diagnostics-
12092167.

Hum B, Christophides A, Jin Z, Elias M, Taneja K, Bergese SD.
The validity and applications of the analgesia nociception index:
a narrative review. Front Surg 2023; 10: 1234246.

Hureau M, Caillau E, Labreuche J, Herbet M, Tavernier B, De Jonck-
heere J, et al. Clinical efficacy and safety of automatic remifentanil
administration based on Analgesia Nociception Index monitoring
during burn surgery under propofol anesthesia: a randomized con-
trolled clinical trial. PLoS One 2025; 20: e0322384.

Kim MK, Choi GJ, Oh KS, Lee SP, Kang H. Pain assessment using
the Analgesia Nociception Index (ANI) in patients undergoing gen-
eral anesthesia: a systematic review and meta-analysis. ] Pers Med
2023;13: 1461.

Sakthivel M, Su V, Nataraja RM, Pacilli M. Newborn and Infant
Parasympathetic Evaluation (NIPE™) monitor for assessing pain
during surgery and interventional procedures: a systematic review.
] Pediatr Surg 2024; 59: 672-677.

Bonvecchio E, Vailati D, Mura FD, Marino G. Nociception level in-
dex variations in ICU: curarized vs non-curarized patients — a pilot
study. ] Anesth Analg Crit Care 2024; 4: 57.

Jung K, Park MH, Kim DK, Kim BJ. Prediction of postoperative pain
and opioid consumption using intraoperative surgical pleth index
after surgical incision: an observational study. ] Pain Res 2020; 13:
2815-2824.

Badam B, Shah B, Salim R, Pramanik P. Perfusion index as a valuable
tool to assess analgesia during laparoscopic surgeries under general
anesthesia. APICare 2025; 29: 541-547.

Chu CL, Huang YY, Chen YH, Lai LP, Yeh HM. An observational
study: The utility of perfusion index as a discharge criterion for
pain assessment in the postanesthesia care unit. PLoS One 2018; 13:
€0197630.

Duran HT, Kizilkaya M, Durak IC, Hiiniik O, Tastan S, Kahveci M,
et al. Perfusion index in the follow-up of postoperative pain: hyper-
tensive patient sample. Signa Vitae 2025; 21: 105-110.

Chen X, Thee C, Gruenewald M, Wnent J, Illies C, Hoecker J. Com-
parison of surgical stress index-guided analgesia with standard
clinical practice during routine general anesthesia: a pilot study.
Anesthesiology 2010; 112: 1175-1183.

Bergmann I, Gohner A, Crozier TA, Hesjedal B, Wiese CH, Po-
pov AF. Surgical pleth index-guided remifentanil administration re-

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

duces remifentanil and propofol consumption and shortens recovery
times in outpatient anaesthesia. Br ] Anaesth 2013; 110: 622-628.
Won Y], Lim BG, Lee SH, Park S, Kim H, Lee I0. Comparison
of relative oxycodone consumption in surgical pleth index-guided
analgesia versus conventional analgesia during sevoflurane anes-
thesia: a randomized controlled trial. Medicine (Baltimore) 2016;
95: 4743.

Guo J, Zhu W, Shi Q, Bao F, Xu J. Effect of surgical pleth index-
guided analgesia versus conventional analgesia techniques on fen-
tanyl consumption under multimodal analgesia in laparoscopic
cholecystectomy: a prospective, randomized and controlled study.
BMC Anesthesiol 2021; 21: 167.

Gruenewald M, Willms S, Broch O, Kott M, Steinfath M, Bein B.
Sufentanil administration guided by surgical pleth index vs standard
practice during sevoflurane anaesthesia: a randomized controlled
pilot study. Br ] Anaesth 2014; 112: 898-905.

Colombo R, Raimondi F, Rech R, Castelli A, Fossali T, Marchi A.
Surgical Pleth Index guided analgesia blunts the intraoperative sym-
pathetic response to laparoscopic cholecystectomy. Minerva Aneste-
siol 2015; 81: 837-845.

Edry R, Recea V, Dikust Y, Sessler DI. Preliminary intraoperative
validation of the Nociception Level Index: a noninvasive nociception
monitor. Anesthesiology 2016; 125: 193-203.

Stockle PA, Julien M, Issa R, Décary E, Brulotte V, Drolet P, et al.
Validation of the PMD100 and its NOL Index to detect nocicep-
tion at different infusion regimen of remifentanil in patients under
general anesthesia. Minerva Anestesiol 2018; 84: 1160-1168.

Fuica R, Krochek C, Weissbrod R, Greenman D, Freundlich A, Go-
zal Y. Reduced postoperative pain in patients receiving nociception
monitor guided analgesia during elective major abdominal surgery:
a randomized, controlled trial. ] Clin Monit Comput 2023; 37:
481-491. DOI: 10.1007/5s10877-022-00906-1.

Meijer FS, Honing M, Roor T, Toet S, Calis P, Olofsen E, et al. Re-
duced postoperative pain using nociception level-guided fentanyl
dosing during sevoflurane anaesthesia: a randomised controlled trial.
Br J Anaesth 2020; 125: 1070-1078. DOI: 10.1016/j.bja.2020.07.057.
Espitalier F, Idrissi M, Fortier A, Bélanger ME, Carrara L, Dakhlal-
lah S, et al. Impact of Nociception Level (NOL) index intraoperative
guidance of fentanyl administration on opioid consumption, post-
operative pain scores and recovery in patients undergoing gyneco-
logical laparoscopic surgery. A randomized controlled trial. J Clin
Anesth 2021; 75: 110497. DOI: 10.1016/j.jclinane.2021.110497.
Meijer FS, Martini CH, Broens S, Boon M, Niesters M, Aarts L, et al.
Nociception-guided versus standard care during remifentanil-
propofol anesthesia: a randomized controlled trial. Anesthesiology
2019; 130: 745-755. DOI: 10.1097/ALN.0000000000002634.
Gélinas C, Shahiri TS, Richard-Lalonde M, Laporta D, Morin JF,
Boitor M, et al. Exploration of a multi-parameter technology for
pain assessment in postoperative patients after cardiac surgery in
the intensive care unit: The Nociception Level Index (NOL™). J Pain
Res 2021; 14: 3723-3731. DOI: 10.2147/JPR.S332845.

Ruetzler K, Montalvo M, Bakal O, Essber H, Rossler ], Mascha EJ,
et al. Nociception Level Index-guided intraoperative analgesia for
improved postoperative recovery: a randomized trial. Anesth Analg
2023; 136: 761-771. DOI: 10.1213/ANE.0000000000006351.
Gélinas C, Shahiri TS, Wang HT, Gallani MC, Oulehri W, Laporta D,
et al. Validation of the Nociception Level Index for the detection
of nociception and pain in critically ill adults: protocol for an obser-
vational study. JMIR Res Protoc 2025; 14: €60672.
Bornemann-Cimenti H, Lang-Illievich K, Kovalevska K, Brenna
CTA, Klivinyi C. Effect of nociception level index-guided intra-oper-
ative analgesia on early postoperative pain and opioid consumption:
a systematic review and meta—analysis. Anaesth 2023; 78: 1493-1501.
Quigley C, Arnau S, Gruber T. Forgotten rhythms? Revisiting
the first evidence for rhythms in cognition. Eur ] Neurosci 2022; 55:
3266-3276.

Stone JL. Early history of electroencephalography and establishment
of the American Clinical Neurophysiology Society. ] Clin Neuro-
physiol 2013; 30: 28-44. DOI: 10.1097/WNP.0b013e31827edb2d.
Ploner M, Sorg C, Gross J. Brain rhythms of pain. Trends Cog Sci
2017; 21: 100-110. DOI: 10.1016/j.tics.2016.12.001.

May ES, Nickel MM, Dinh ST, Tiemann L, Heitmann H, Voth I,
et al. Prefrontal gamma oscillations reflect ongoing pain intensity
in chronic back pain patients. Hum Brain Mapp 2019; 40: 293-305.
Nickel MM, May ES, Tiemann L, Schmidt P, Postorino M, Ta
Dinh S, et al. Brain oscillations differentially encode noxious stimu-
lus intensity and pain intensity. Neuroimage 2017; 148: 141-147.

e379



Justyna Karolina Danel, Jowita Rosada-Kurasinska, Maja Magdalena Copik, Szymon Zdanowski, Wojciech Gola, Hanna Misiotek, et al.

€380

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Ahmad B, Barkana BD. Pain and the brain: a systematic review
of methods, EEG biomarkers, limitations, and future directions.
Neurol Int 2025; 17: 46.

Chouchou F, Perchet C, Garcia-Larrea L. EEG changes reflecting
pain: Is alpha suppression better than gamma enhancement? Neuro-
physiol Clin 2021; 51: 291-299.

Misra G, Wang WE, Archer DB, Roy A, Coombes SA. Automated
classification of pain perception using high-density electroencepha-
lography data. ] Neurophysiol 2017; 117: 786-795.

Frot M, Faillenot I, Mauguiére F. Processing of nociceptive input
from posterior to anterior insula in humans. Hum Brain Mapp 2014;
35: 5486-5499.

Jensen EW, Valencia JE, Lopez A, Anglada T, Agusti M, Ramos Y,
et al. Monitoring hypnotic effect and nociception with two EEG-
derived indices, qCON and gNOX, during general anaesthesia. Acta
Anaesthesiol Scand 2014; 58: 933-941.

Aho AJ, Yli-Hankala A, Lyytikéinen LP, Jantti V. Facial muscle ac-
tivity, Response Entropy, and State Entropy indices during noxious
stimuli in propofol-nitrous oxide or propofol-nitrous oxide-remifen-
tanil anaesthesia without neuromuscular block. Br ] Anaesth 2009;
102: 227-233.

Stewart JA, Sirkeld MOK, Wennervirta J, Vakkuri AP. Novel insights
on association and reactivity of Bispectral Index, frontal electromyo-
gram, and autonomic responses in nociception-sedation monitoring
of critical care patients. BMC Anesthesiol 2022; 22: 353.

Jiang Y, Ding JM, Hao XX, Fang PP, Liu XS. EEG-derived pain
threshold index-guided versus standard care during propofol-remi-
fentanil anesthesia: a randomized controlled trial. Heliyon 2023; 9:
€18604. DOI: 10.1016/j.heliyon.2023.e18604.

Slater R, Cantarella A, Gallella S, Worley A, Boyd S, Meek J, et al.
Cortical pain responses in human infants. ] Neurosci 2006; 26: 3662-
3666. DOI: 10.1523/JNEUROSCI.0348-06.2006.

Slater R, Worley A, Fabrizi L, Roberts S, Meek J, Boyd S, et al.
Evoked potentials generated by noxious stimulation in the human
infant brain. Eur J Pain 2010; 14: 321-326. DOI: 10.1016/j.ejpain.
2009.05.005.

Goksan S, Hartley C, Emery F, Cockrill N, Poorun R, Moultrie F,
et al. fMRI reveals neural activity overlap between adult and infant
pain. Elife 2015; 4: €06356. DOI: 10.7554/eLife.06356.

Ranger M, Johnston CC, Limperopoulos C, Rennick JE, du Plessis AJ.
Cerebral near-infrared spectroscopy as a measure of nociceptive
evoked activity in critically ill infants. Pain Res Manag 2011; 16:
331-336. DOI: 10.1155/2011/891548.

Ranger M, Chau CMY, Garg A, Woodward TS, Beg MF, Bjorn-
son B, et al. Cerebral hemodynamic response to a therapeutic bed
for procedural pain management in preterm infants in the NICU:
arandomized controlled trial. Pain Rep 2021; 6: €890. DOI: 10.1097/
PR9.0000000000000890.

Yuan I, Nelson O, Barr GA, Zhang B, Topjian AA, Lang SS, et al.
Functional near-infrared spectroscopy to assess pain in neonatal cir-
cumcisions. Pediatr Anesth 2022; 32: 404-412. DOI: 10.1111/pan.
14326.

Du ], Shi P, Fang E, Yu H. Cerebral cortical hemodynamic metrics to
aid in assessing pain levels? A pilot study of functional near-infra-
red spectroscopy. Front Neurosci 2023; 17: 1136820. DOI: 10.3389/
fnins.2023.1136820.

Becerra L, Aasted CM, Boas DA, George E, Yiicel MA, Kussman BD,
et al. Brain measures of nociception using near-infrared spectros-
copy in patients undergoing routine screening colonoscopy. Pain
2016; 157: 840-848. DOI: 10.1097/j.pain.0000000000000446.

Green S, Aasted CM, De Boissezon X, Becerra L, Borsook D, Boas DA.
fNIRS brain measures of ongoing nociception during surgical in-
cisions under anesthesia. Neurophotonics 2022; 9: 015002. DOI:
10.1117/1.NPh.9.1.015002.

Kussman BD, Aasted CM, Yiicel MA, Steele SC, Alexander ME,
Boas DA, et al. Capturing pain in the cortex during general anes-
thesia: near infrared spectroscopy measures in patients undergoing
catheter ablation of arrhythmias. PLoS One 2016; 11: €0158975.
DOI: 10.1371/journal.pone.0158975.

Karunakaran KD, Kussman BD, Peng K, Becerra L, Labadie R, Ber-
nier R, et al. Brain-based measures of nociception during general
anesthesia with remifentanil: a randomized controlled trial. PLoS
Med 2022; 19: €1003965. DOI: 10.1371/journal.pmed.1003965.
Shafiei SB, Shadpour S, Pangburn B, Bentley-McLachlan M,
de Leon-Casasola O. Pain classification using functional near-infra-
red spectroscopy and assessment of virtual reality effects in cancer
pain management. Sci Rep 2025; 15: 8954. DOI: 10.1038/541598-025-
93678-y.

82.

83.

84.

85.

86.

87.

88.

89.

90.

9L

92.

93.

94.

95.

96.

97.

98.

99.

100.

Werner P, Lopez-Martinez D, Walter S, Al-Hamadi A, Gruss S,
Picard RW. Automatic recognition methods supporting pain assess-
ment: a survey. IEEE Trans Affective Comput 2022; 13: 530-552.
Sampson EL, Davies N, Vickerstaff V. Evaluation of the psychomet-
ric properties of PainChek in older general hospital patients with de-
mentia. Age Ageing 2025; 54: afaf027. DOI: 10.1093/ageing/afaf027.
Tan CW, Du T, Teo JC, Chan DXH, Kong WM, Sng BL, et al. Auto-
mated pain detection using facial expression in adult patients with
a customized spatial temporal attention long short-term memory
(STA-LSTM) network. Sci Rep 2025; 15: 13429. DOI: 10.1038/
541598-025-97885-5.

Bellal M, Lelandais J, Chabin T, Heudron A, Gourmelon T, Bauduin P,
et al. Calibration trial of an innovative medical device (NEVVA®)
for the evaluation of pain in non-communicating patients in the in-
tensive care unit. Front Med (Lausanne) 2024; 11: 1309720. DOI:
10.3389/fmed.2024.1309720.

Gkikas S, Tachos NS, Andreadis S, Pezoulas VC, Zaridis D, Gkois G,
et al. Multimodal automatic assessment of acute pain through facial
videos and heart rate signals utilizing transformer-based architec-
tures. Front Pain Res (Lausanne) 2024; 5: 1372814. DOI: 10.3389/
fpain.2024.1372814.

Sjoding MW, Dickson RP, Iwashyna TJ, Gay SE, Valley TS. Racial bias
in pulse oximetry measurement. N Engl ] Med 2020; 383: 2477-2478.
DOI: 10.1056/NEJMc2029240.

Nazer LH, Zatarah R, Waldrip S, Ke JXC, Moukheiber M, Khanna AK,
et al. Bias in artificial intelligence algorithms and recommendations
for mitigation. PLoS Digit Health 2023; 2: €0000278. DOI: 10.1371/
journal.pdig.0000278.

Cohen IG, Ritzman J, Cahill RE. Ambient listening - legal and ethi-
cal issues. JAMA Netw Open 2025; 8: €2460642. DOI: 10.1001/jama-
networkopen.2024.60642.

De Sario GD, Haider CR, Maita KC, Torres-Guzman RA, Emam OS,
Avila FR, et al. Using Al to detect pain through facial expressions:
a review. Bioengineering 2023; 10: 548. DOI: 10.3390/bioengineer—
ing10050548.

Peng T, Qu S, Du Z, Chen Z, Xiao T, Chen R. A systematic review
of the measurement properties of face, legs, activity, cry and con-
solability scale for pediatric pain assessment. ] Pain Res 2023; 16:
1185-1196. DOI: 10.2147/JPR.S397064.

Sarkaria E, Gruszfeld D. Assessing neonatal pain with NIPS and
COMFORT-B: evaluation of NICU’s staff competences. Pain Res
Manag 2022; 2022: 8545372. DOI: 10.1155/2022/8545372.

Loizzo A, Loizzo S, Capasso A. Neurobiology of pain in children:
an overview. The Open Biochem ] 2009; 3: 18-25. DOIL: 10.2174/
1874091X00903010018.

Valkenburg AJ, de Leeuw TG, van Dijk M, Tibboel D. Pain in intel-
lectually disabled children: towards evidence-based pharmacothe-
rapy? Pediatric Drugs 2015; 17: 339-348. DOI: 10.1007/s40272-015-
0138-0.

El-Tallawy SN, Ahmed RS, Nagiub MS. Pain management in
the most vulnerable intellectual disability: a review. Pain Ther 2023;
12:939-961. DOI: 10.1007/s40122-023-00526-w.

Merkel SI, Voepel-Lewis T, Shayevitz JR, Malviya S. The FLACC:
a behavioral scale for scoring postoperative pain in young children.
Pediatr Nurs 1997; 23: 293-297.

Johansson M, Kokinsky E. The COMFORT behavioural scale and
the modified FLACC scale in paediatric intensive care. Nurs Crit
Care 2009; 14: 122-130. DOI: 10.1111/j.1478-5153.2009.00323.x.
Hu J, Harrold J, Squires JE, Modanloo S, Harrison D. The validity
of skin conductance for assessing acute pain in mechanically venti-
lated infants: a cross-sectional observational study. Eur ] Pain 2021;
25:1994-2006. DOI: 10.1002/ejp.1816.

Faye PM, De Jonckheere J, Logier R, Kuissi E, Jeanne M, Rakza T,
et al. Newborn infant pain assessment using heart rate variabil-
ity analysis. Clin J Pain 2010; 26: 777-782. DOI: 10.1097/ajp.
0b013e3181ed1058.

Weber E, Roeleveld HG, Geerts NJE, Warmenhoven AT, Schroder R,
de Leeuw TG. The heart rate variability-derived Newborn Infant
Parasympathetic Evaluation (NIPE™) Index in pediatric surgical
patients from 0 to 2 years under sevoflurane anesthesia - a prospec-
tive observational pilot study. Paediatr Anaesth 2019; 29: 377-384.
DOI: 10.1111/pan.13613.



