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Objectives: To measure the diagnostic accuracy of DeltaScan: a portable real-
time brain state monitor for identifying delirium, a manifestation of acute
encephalopathy (AE) detectable by polymorphic delta activity (PDA) in single-
channel electroencephalograms (EEGs). Design: Prospective cross-sectional
study. Setting: Six Intensive Care Units (ICU’s) and 17 non-ICU departments,
including a psychiatric department across 10 Duich bospitals. Partici-
pants: 494 patients, median age 75 (IQR:64-87), 53% male, 46% in ICUs, 29%
delirious. Measurements: DeltaScan recovded 4-minute EEGs, using an algo-
rithm to select the first 96 seconds of artifact-free data for PDA detection. This
algoritbm was trained and calibrated on two independent datasets.
Methods: Initial validation of the algoritbm for AE involved comparing its out-
put with an expert EEG panel’s visual inspection. The primary objective was to
assess DeltaScan’s accuracy in identifying delirium against a delirium expert
panel’s consensus. Results: DeltaScan bad a 99% success rate, rejecting 6 of the
494 EEG’s due to artifacts. Performance showed and an Area Under the
Receiver Operating Characteristic Curve (AUC) of 0.86 (95% CI: 0.83-0.90) for
AE (sensitivity: 0.75, 95%CI=0.68-0.81, specificity: 0.87 95%CI=0.83-0.91. The
AUC was 0.71 for delirium (95%CI=0.66-0.75, sensitivity: 0.61 95%CI=0.52-
0.69, specificity: 72, 95%CI=0.67-0.77). Our validation aim was an NPV for
delirium above 0.80 wbhich proved to be 0.82 (95%CI: 0.77-0.86). Among 84
non-delirious psychiatric patients, DeltaScan differentiated delirium from other
disorders with a 94% (95%CI: 87-98%) specificity. Conclusions: DeltaScan can
diagnose AE at bedside and shows a clear relationship with clinical delirium.
Further research is required to explore its role in predicting delirium-related
outcomes. (Am J Geriatr Psychiatry 2023; HR:HE-EE

Highlights

ICU and non-ICU patients?

history.

e What is the primary question addressed by this study?
What is the accuracy of DeltaScan; a portable brain state monitor that offers real-time automated artifact
rejection and analysis, delivering a probability score for both acute encephalopathy and delirium in both

® What is the main finding of this study?
The device can detect acute encephalopathy and delirium with good discrimination statistics especially in
older patients, regardless of their postoperative state, psycho-active medication use, or prior psychiatric

e What is the meaning of the finding?
The study suggests that the DeltaScan could be a valuable tool for improving delirium monitoring practices,
given that delirium is often overlooked, difficult to differentiate from other psychiatric disorders, and cur-
rent questionnaire-based monitoring tools suffer from inter-rater variability.
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OBJECTIVE

D elirium is a prevalent condition in various hos-
pital settings' and is associated with prolonged
hospitalization,” long-lasting changes in the func-
tional brain network’ grey matter brain volume loss,*
and long-term cognitive decline.” Early identification
of delirium is critical to treat underlying conditions
and prevent these negative outcomes.” Despite the
development of several clinical delirium assessment
tools” delirium is still commonly overlooked.®” This
may be attributed to the subjectivity of these tools,
making it challenging to minimize interrater variabil-
ity among numerous nurses in daily care.'”"'" Further-
more, some acute psychiatric disorders can resemble
the clinical phenotype of delirium closely, which may
lead to false-positive results if delirium assessment
tools are used.'” An objective and reliable device is
therefore needed to improve daily delirium detection.
The well-known phenomena of EEG slowing dur-
ing delirium could function as a potential detection
tool,'® since EEG slowing corelates with delirium
severity'“'” and normalizes after delirium resolves.'®
As the slowing is generalized over the entire
brain,'”' delirium detection can be done with using
only one EEG channel. Fp2-Pz was identified as most
suitable channel, because of its application ease and
the proven superior sensitivity of the frontal-parietal
derivation,'” whereafter it was independently vali-
dated.” To ensure precision, a pattern more specific
than slow wave activity (1—6 Hz) was needed since
eye- and glosso-kinetic movement also manifest in
EEG activity within this frequency range.
Polymorphic delta activity (PDA) is a slow EEG
pattern typical for delirium.'® Recently, a panel of
EEG experts defined acute encephalopathy (AE)
based on prespecified characteristics of PDA within
single-channel EEG, and three-quarters of their final
diagnoses overlapped with the clinical diagnoses of
delirium.”" A fully self-functioning algorithm was
trained to detect and reject artifacts, and subsequently
sum the number of PDA to calibrate it on a likelihood
score ranging from 1 to 5, which correlates with the
probability of delirium, its severity, and the levels of
attention and consciousness as determined by delir-
ium experts (all p <0.001).”” However, these studies
solely measured delirium in an older postoperative
non-ICU population using single electrodes that
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needed several minutes to be carefully placed by
trained hands. To improve feasibility, a portable
easy-to-use brain state monitor with real-time auto-
mated analysis (DeltaScan) was developed.

The current study aimed to validate DeltaScan,
including its monitor, electrode patches and algo-
rithm in ICU and non-ICU patients. First we vali-
dated the device for AE, the pathobiological brain
process underlying delirium,”** by comparing the
self-functioning algorithm with visual inspection of
EEG by experts. Thereafter we were interested in the
translation of these EEG changes to symptoms; Our
primary aim was to access DeltaScan’s diagnostic test
accuracy (AUROC) as a delirium detector by compar-
ing it’s outcome with a majority vote of three deliriu-
mexperts. As acute psychiatric disorders can
resemble the clinical phenotype of delirium closely,
we recognized the device’s potential contribution
considering differentiating delirium from other psy-
chiatric conditions. For the last aim we investigated
the number of false positives in an additional group
of hospitalized patients with a psychiatric disorder.

METHODS
Study Design, Setting, and Study Population

This was a prospective, cross-sectional, multicenter
validation study in ICU and non-ICU patients. Data
was collected between 2019 and 2021 in the following
ten Dutch hospitals: University Medical Center
(UMC) Utrecht, Diakonessenhuis Utrecht, Radbou-
dumc, Isala Zwolle, Isala Meppel, Tergooi Medical
Center, Franciscus Gasthuis & Vlietland, Onze Lieve
Vrouwe Gasthuis, Amphia, Medisch Spectrum
Twente. Patients were included when admitted on
the days that the researchers visited the hospital.
Inclusion criteria for the ICU sample was an expected
ICU stay of at least 24 hours and a minimum age of
18 years. Patients admitted to a non-ICU department
were included if they had an expected stay of at least
48 hours and a minimum age of 60. Exclusion criteria
for both ICU and non-ICU patients were post-cardiac
arrest, brain surgery or any type of brain injury
within the previous 6 weeks; admission for a primary
neurological or neurosurgical condition; known
dementia; use of lithium; presence of an intracranial
metal plate or device; a language barrier or deafness;
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or a Richmond Agitation-Sedation Scale (RASS)
score below -2. Patients with severe agitation disturb-
ing the EEG measurement were also excluded. The
third study sample included adult (18+) patients with
an acute psychiatric disorder admitted to the depart-
ment of psychiatry of UMC Utrecht, using the same
in- and exclusion criteria described above.

DeltaScan Measurements

In brief, a DeltaScan measurement was at first com-
pared to visual inspection of the EEG by experts to see
if it was correct in diagnosing AE. The next step was
to access the resemblance between AE and its expres-
sion in clinical delirium symptoms. Our primary anal-
ysis was to compare DeltaScan’s perfomance as a
delirium detector. The AE and delirium reference are
described in detail below. The 4-minute DeltaScan
measurement included a resting-state EEG with eyes
closed, using a self-adhesive patch with one reference
electrode at Fpz and two measurement electrodes at
Fp2 and Pz, according to the 10—20 system for loca-
tion of EEG electrodes. In a small sub cohort of 15
patients we measured reproducibility by performing
3 measurements straight after each other (in 12
minutes total). The DeltaScan score was calculated as
explained in detail elsewhere,”” within 1 minute using
DeltaScan algorithm 2.4.2. Shortly, the DeltaScan algo-
rithm consisted of four modules: (1) preprocessing; (2)
automated artifact (including eye movements) detec-
tion and rejection; (3) detection of PDA wave shapes in
the first 96 seconds; and (4) translation to a scale
from 1 to 5, which can be interpreted as the likelihood
of underlying AE and delirium. Scores 1-2 are inter-
preted as indicating the absence of AE and delirium,
scores 3—5 indicating their presence.”” The researcher,
the patient, and both EEG and delirium reference pan-
els were blinded to the DeltaScan scores.

Acute Encephalopathy Reference as Defined by
Visual Inspection of the EEG Trough
Neurophysiologists

All EEG recordings were visually inspected by
three EEG experts, each with more than 16 years’
experience with clinical EEG. The experts used, inde-
pendently of each other and blinded to the other
measurements, the following criteria for AE: (1) poly-
morphic delta waves should have higher amplitudes

than alpha waves; (2) the frequency of polymorphic
delta waves should lie within 0.5—-5 Hz; (3) polymor-
phic delta should have a presence of at least 2 subse-
quent waves (4) these runs should be present at least
three times per minute.”’ The final classification AE
was based on the majority vote of the three EEG
experts.

Delirium Reference as Defined by Clinical
Delirium Experts

A trained researcher performed the 10-minute
Delirium Interview”’ just prior to the DeltaScan mea-
surement and compiled the results together with
observations and information from the electronic
health record (EHR) 24 hours before and 12 hours
after the measurement. This application of the Delir-
ium Interview has a sensitivity of 89% (95% confi-
dence interval (CI): 72%—98%) and a specificity of
82% (95% CI = 71%—90%),”” and targets the DSM-5"°
criteria by combining several delirium detection tools
(The 4 A’s test,”” The Confusion Assessment Method
(CAM),”® Cognitive Test for Delirium,” Delirium Rat-
ing Scale Revised 98 (DSR—R98),30 Delirium observa-
tion screening scale (DOSS)’! and the Intensive Care
Delirium Screening Checklist (ICDSC)).* All col-
lected information was sent out to three experts. (Sup-
plement 1 represents an illustrative case). The three
delirium experts provided, independently of each
other and blinded to the other measurements, each
delirium interview with the diagnosis “delirium” or
“no delirium,” and assigned a delirium probability
score ranging from 1 (certainly no delirium) to 10 (cer-
tainly delirium). The panel of experts comprised 17
clinicians, primarily geriatricians and psychiatrists,
who had an average of 17 years of clinical experience
(standard deviation 6.3 years). Each of these clinicians
encountered approximately 10 delirious patients
weekly. The final classification of delirium was based
on the majority vote of the three experts, while the
final probability score was the average of the three
scores of the experts.

Statistical Analysis

In this study, sample size calculation was based on
the Negative Predictive Value (NPV) for delirium
within the ICU and the non-ICU population conform
Buderer et al.”> We aimed for a high NPV as a
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subsequent step in the management of patients with a
positive DeltaScan will most likely be further diag-
nostic testing, which is clinically considered to have a
lower risk compared to missing acute encephalopa-
thy/delirium. We aimed to achieve an NPV of 0.8,
requiring a total study population with a minimum
of 399 and a maximum of 668 measurements based
on a delirium prevalence between 10% and 50%.
More details regarding the sample size calculation
can be found in Supplement 2.

In our primary analysis, we compared the number
of detected PDA according to algorithm version 2.4.2
with the final classifications of either AE or delirium
using a Receiver Operating Characteristic curve (ROC).
Sensitivity and specificity were plotted for each DeltaS-
can score. Positive Predictive Value (PPV) and NPV’s
were calculated using only positive (DeltaScan score 3
—5) and negative results (DeltaScan score 1—2). Repro-
ducibility of 3 DeltaScan scores measured directly after
each other were analyzed with the two-way random
single score intraclass correlation (C,1). Positive and
negative outcome were compared for the three meas-
urements with Fleiss” Kappa.

Thereafter, we performed stratified analyses on
ICU versus non-ICU patients, patients aged at least
60 years or an age below 60 years, patients with or
without preceding surgery, and with or without rele-
vant psycho-active medication administered within
the last 24 hours. This medication was a priori defined
and performed only when after study completion was
found that at least 10% of the cohort used this medica-
tion. AUCs were compared between strata with the
DeLongs test. A Spearman correlation (rs) was used
to study the association between the DeltaScan score
and the mean delirium probability scored by the three
delirium experts.

Analyses were performed with SPSS version
26.0.0.1 and R version 4.0.3. Data distribution was
assessed by visually inspecting histograms, boxplots
and QQplots. The p-values below 0.05 were consid-
ered statistically significant.

RESULTS
Characteristics of the Study Population

Of the 660 participants that were eligible for the
study, 494 (75%) were included for data analysis
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(Fig. 1: Participant flowchart). DeltaScan rejected 6 of
those EEGs (success rate 99%). The final study popu-
lation included 488 patients with a median age of
75 years (IQR: 64—87), 53% were male and 29% deliri-
ous. (Table 1 characteristics).

Overall Performance of DeltaScan

The AUC for AE was 0.86 (95% confidence interval
[CI]: 0.83—0.90) and 0.71 (95% CI = 0.66—0.75) for
delirium versus no delirium (Fig. 2). We aimed for a
NPV of 0.80 which turned out to be 0.82 (95%
CI = 0.77—-0.86). The DeltaScan detected AE with a
sensitivity of 75% (95% CI = 68%—81%) and specific-
ity of 87% (95% CI = 83%—91%). For delirium, sensi-
tivity and specificity were 61% (95% CI = 52%—69%)
and 72% (95% CI = 67%—77%, Fig. 2). When evaluat-
ing reproducibility an intraclass correlation of 0.82
(95% CI = 0.62—0.93, N = 15) was obtained. Instability
was observed solely in delirious patients (frequency
10/15 = 67%), while complete stability of 100% was
noted in nondelirious patients (Supplement 3).

Subgroup Performance of DeltaScan

The AUC of AE was 0.88 (95% CI = 0.84—0.93) for
the ICU and 0.84 (95% CI = 0.79—0.89) for the non-
ICU department (p = 0.262). The AUC for delirium
was 0.66 (95% CI = 0.59—0.73) for the ICU and 0.73
(95% CI = 0.65—0.81) for the non-ICU department
respectively (p = 0.206, Fig. 2). DeltaScan performance
did not differ for postoperative delirium versus non-
postoperative or whether patients used benzodiaze-
pines, opioids, or antipsychotics within the last
24 hours preceding the measurements (Supplemen-
tary Table 4 for data on users of a group of psycho-
active medication). The AUC for delirium was higher
in patients aged at least 60 years (AUC = 0.73, 95%
CI = 0.68—0.78, N = 432) compared to patients youn-
ger than 60 years (AUC = 0.56, 95% CI = 0.40—-0.72,
N =57, p = 0.049, Supplementary Table 5). Both sensi-
tivity 0.55 (95% CI = 0.32—0.77) as the specificity 0.56
(95% CI = 0.38—0.72) were lower in younger patients.
Stratified analysis for age using AE as reference gave
comparable performances. (>60 years: AUC = 0.90,
95% CI = 0.82—0.90, Age <60 years: AUC = 0.86, 95%
CI=0.81-0.98)
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FIGURE 1. Participant flowchart. In total, 5% (N = 31) of the patients were excluded because not all the required data were available.
During demographic data extraction, we excluded 53 patients (9%) because they did not meet all inclusion criteria on closer
inspection. Another 73 patients (13%) were excluded because of Electromagnetic compatibility (EMC) disturbance in the EEG, a
hardware problem that was resolved within the first year of enrolment. A total of 18 (3%) patients were excluded because of poor
EEG quality based on visual inspection that could not be provided with an AE diagnose. Lastly, one patient contacted us for with-
drawal. Success rate was 99%. ICU: intensive care unit, EEG: electro-encephalogram, AE: acute encephalopathy.

Eligible ICU cohort
(N =311)

Selected ICU cohort
(N =227)

Included ICU cohort
(N =223)

Eligible non-1CU cohort
(N = 349)

Selected non-ICU cohort
(N = 267)

Included non-ICU cohort
(N = 265)

Excluded patients (N = 84)
* Patients with incomplete data ©)
« Patients that did not meet inclusion criteria on closer inspection (26)
+ EEG qualitytoo poor for AE classification (12)
* Electromagnetic compatibility; (39)
(a hardware problem solved within the first year)
- J
7 Sy
No DeltaScan score could be calculated (N =4)
(Less than 96 sec remained after artefactrejection)
\§ J
Excluded patients (N =82)
« Patients with incomplete data (16)
+ Patients that did not meet inclusion criteria on closer inspection (26)
* EEG qualitytoo poor for AE classification 6)
* Electromagnetic compatibility; (34)
(a hardware problem solved within the first year)
- J
No DeltaScan score could be calculated (N=2)

(Less than 96 sec remained after artefactrejection)
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FIGURE 1. Continued

Eligible psychiatriccohort

(N = 98) 4
Excluded patients (N = 10)
+ Patients with incomplete data 8)
»[ + Patients that did not meet inclusion criteria on closer inspection (1)
*  Withdrawal (1)
Selected psychiatric cohort \ J
(N = 88)
No DeltaScan score could be calculated (N=1)
(Less than 96 sec remained after artefactrejection)
Included psychiatric cohort
(N =87)
Performance in Acute Psychiatric Patients
CONCLUSIONS

We next determined the specificity of DeltaScan in
a patient sample with an acute psychiatric disorder,
without a diagnosis of delirium. Of the 98 eligible
patients we included 88 (Fig. 1). For 87 patients, a Del-
taScan score could be calculated (success rate 99%;
participant flow is presented in Fig. 1). Within this
sample, 50 patients (58%) were male, their mean age
was 44 and 8 patients (9%) underwent electroconvul-
sive therapy (ECT). Twenty-five (29%) patients had
psychotic spectrum disorders, 14 (16%) bipolar- and
schizoaffective disorders, 16 depressive disorders
(18%) and 32 (37%) patients were classified with
another psychiatric diagnosis. None of these patients
were diagnosed with delirium meaning only the spec-
ificity of the DeltaScan could be assessed. In this sam-
ple the DeltaScan had a specificity of 94% (95%
CI = 87%—98%) with five false positives results (prob-
ability score of 3—4 [N = 2] and 2 [N = 3]).

Am J Geriatr Psychiatry HIll:HE, HE 2023

In this multicenter study we determined the perfor-
mance of the DeltaScan, to detect AE and delirium.
DeltaScan had a high success rate of 99%, (only six
measurement rejected by built-in automated artifact
rejection) and a good™ repeatability (ICC = 0.82, 95%
CI = 0.62—0.93). DeltaScan could detect AE and delir-
ium with proper discrimination statistics in both ICU
and non-ICU patients. It performed better in older
patients, but performance was not affected by factors
such as postoperative state, or psycho-active medica-
tion use, and we saw hardly any false positives in
patients with a psychiatric disorders. Additionally, the
occurrence of false positives was minimal in patients
with psychiatric disorders, a population often challeng-
ing to distinguish clinically. This study contains one of
the largest validation study populations (N = 494) for a
delirium assessment tool and is the first one channel
EEG device to provide real time output.
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TABLE 1. Patient Characteristics

Intensive Care

Nonlntensive Care

Psychiatric Care

Overall Delirium No Delirium Overall Delirium No delirium
(N = 223) (N =94) (N =129) (N = 265) (N =48) (N=217) No delirium (N = 87)

Sex

Male 150 (67%) 68 (72%) 82 (64%) 115 (43%) 20 (42%) 95 (44%) 50 (58%)

Female 73 (33%) 26 (28%) 47 (36%) 150 (57%) 28 (85%) 122 (56%) 36 (42%)
Age Median AQR)* 68 (15) 69 (14) 67 149 79 (10) 81 (13) 79 (9) 44 (30)
Relevant medical history*

Stroke 14 (6%) 6 (6%) 8 (6%) 21 (8%) 3 (6%) 18 (83%) 2 (2%)

Transient Ischemic Attack 12 (5%) 7 (7%) 5 (4%) 13 (5%) 3 (6%) 10 (46%) 4 (5%)

Alcohol abuses 9 (4%) 5 (5%) 4 (3%) 7 3%) 0 (0%) 7 3%) 3 (3%)

Traumatic intracranial bleeding 1 (0%) 1 (%) 0 (0%) 4 (2%) 0 (0%) 4 2%) 0 %)

Other intracranial disorders 9 (4%) 3 (3%) 6 (5%) 2 (1%) 0 (0%) 2 (1%) 5 (6%)
Medication 24 hours before measurement*

Antipsychotics 56 (25%) 45 (48%) 11 (9%) 16 (6%) 13 (5%) 3 (1%) 39 (45%)

Alpha-2 antagonists 39 (17%) 27 (29%) 12 (9%) 0 (0%) 0 (0%) 0 (0%) 1(%)

Benzodiazepines 43 (19%) 21 (22%) 22 (17%) 38 (14%) 7 (15%) 31 (14%) 46 (53%)

Opioids 66 (30%) 23 (24%) 43 (33%) 136 (51%) 24 (50%) 112 (52%) 0 (0%)
Medication 2 hours before measurement*

Antipsychotics 10 (4%) 9 (10%) 1 (1%) 2 (1%) 2 (4%) 0 (0%) 0 (0%)

Alpha-2 antagonists 18 (8%) 14 (15%) 4 (3%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Benzodiazepines 3 (1%) 1(1%) 2 (2%) 4 (2%) 0 (0%) 4(2%) 3 (3%)

Opioids 26 (12%) 9 (10%) 17 (13%) 17 (6%) 3 (6%) 14 (6%) 0 (0%)

Notes: Data are presented as number (n) and percentage (%) or median with interquartile range (IQR). Other neurological medical histories included: a removed intracranial cyst, sinus
thrombosis, meningitis (5x), plagiocephalie, brain tumor (2x), multiple sclerosis, epilepsy (6x). Registered antipsychotics are haloperidol, olanzapine, quetiapine and clozapine. Registered
alpha-2 antagonists are clonidine and dexmedetomidine. Registered benzodiazepines are: midazolam, lorazepam, temazepam, oxazepam, diazepam. Registered opioids are: morfine, fenta-
nyl, remifentanil, sufentanil, tramadol, piritramide, oxycodon. *Missing values: age 1 missing, relevant medical history 1 missing, medication 2 missings.
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FIGURE 2. Performance of DeltaScan. Data are shown as value with 95% confidence interval (CI) for the Intensive Care Unit (ICU)
— and the non-ICU —. AE: acute encephalopathy. AUROC: area under the receiver operating characteristic curve. NPV: negative
predictive value. PPV: positive predictive value. The table presents the sensitivity, specificity, positive and negative predictive value
based on positive (DeltaScan score 3—5) and negative results (DeltaScan score 1—2). The AUC for the ICU department did not signifi-
cantly differ compared to the non-ICU department (p = 0.262 for AE and p = 0.206 for delirium).
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There is growing interest in the use of minimal lead
EEG-based delirium detection.'” Several studies™
showed similar performance of the DeltaScan, but
required manual involvement of a researcher operat-
ing a computer to interpret the data, rather than pro-
viding automated output at the patient’s bedside.
Furthermore, a pretrained automated artifact detec-
tion algorithm was not applied in these other studies,
which is critical for routine clinical application. Lastly,
previous studies had a data-driven approach instead
of validating a specific wave shape pattern associated
with delirium'® that we trained and calibrated in two
independent datasets.'”*"**

Performance of AE detection in our calibration
cohort study (AUC = 0.86, 95% CI = 0.81—0.90)** was
equal to the current study (AUC = 0.86, 95% CI = 0.83
—0.90), but included only older, non-ICU patients
and used a prototype of the device. These equivalent
results imply robustness of the algorithm in diverse
study populations. Validating DeltaScan as a delir-
ium detector in the current study (AUC = 0.71, 95%
CI = 0.66—0.75) produced comparable results to the
calibration cohort as well (AUC of 0.78, 95% CI = 0.71
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—0.85).”> A potential explanation for the slightly
lower performance for delirium detection was that
the delirium reference standard of the previous cali-
bration study was based on standardized cognitive
assessments stored on video, instead of classifying
delirium based on descriptions of observations, the
performance on the Delirium Interview and informa-
tion from the EHR, as was done in the current study.

The phenomenon of patients with AE but without
apparent delirium symptoms has drawn considerable
interest.”*”**’ Perhaps there may be forms of AE that
are not directly related to the delirium syndrome that
EEG detects. Or it can be hypothesized that these
cases might represent a prodromal phase of delirium
or subsyndromal delirium, especially in challenging
diagnostic situations such as with intubated patients.
Supporting this hypothesis are their higher DRS-R-98
scores compared to those without AE or delirium.”!
Additionally, AE has been independently associated
with outcomes similarly impaired as those observed
in delirium.'>

In contrast to robust DeltaScans performance to
detect AE, delirium detection in younger patients was
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poorer (both regarding sensitivity as specificity) com-
pared to older patients. Since our AE reference stan-
dard was based on the majority vote of three EEG
experts visually inspecting the EEG, these results
implicate that PDA and delirium symptoms have a
weaker relation within this younger group. However,
we should note that the study was not powered for
this stratified analysis, and it should be highlighted
that the estimated AUC difference between patients
older and younger than 60 years should be inter-
preted with caution, given the wide confidence inter-
vals of the estimates. An explanation could be that
younger patients generally have a higher cognitive
reserve’’ allowing them to have PDA without show-
ing delirious symptoms leading to a higher false posi-
tive rate. Moreover, most clinical delirium tests used,
have been validated in patients older than 60 years,
and thus may perform poorer in younger
patients. 272724142

A limitation of this study may be that the diagnosis
of delirium, with which DeltaScan performance was
compared, was not based on an examination by the
expert him or herself. Instead, we used the majority
vote of an expert panel that based its conclusion on
description of observations of a trained researcher,
the results of the previously validated Delirium Inter-
view and information from the EHR.”” We chose this
approach (sensitivity 89%, specificity 82%),” as we
previously observed large variation in the classifica-
tion by individual delirium experts,'" and diagnosis
by a panel of experts examining patients together was
difficult to organize, hampering inclusion of a large
number of patients. A second limitation is that we
excluded patients with known dementia, as chose the
delirium diagnosis not to be blurred by possible
dementia. It should be noted that dementia is rela-
tively rare in Dutch hospitals as demented patients
are not always referred for hospitalization.

Strengths of the study are that it included one of
the largest validation study populations for a delir-
ium assessment tool.”** Furthermore, our multicenter
sample represents a heterogeneous population of
both ICU and non-ICU patients from different clinical
departments. Additionally, we evaluated DeltaScan’s
specificity in a population with acute psychiatric dis-
orders other than delirium, where clinical differentia-
tion of delirium can be challenging. Future research
on AE and delirium detection should include patients
with neurologic disorders such as dementia and
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structural brain abnormalities. Furthermore, it would
be interesting to study symptom fluctuation and it’s
relation with EEG, since the severity of delirium may
change over time. Lastly, monitoring long-term
effects, including prognosis and mortality of patients
with an abnormal level of PDA would provide impor-
tant insights.

The DeltaScan is a fully automated device based on
single-channel EEG that can accurately diagnose AE
clinically manifesting as delirium within a few
minutes at patient’s bedside. This large and robust
study suggests that DeltaScan could substantially aid
in delirium detection within the hospital, as delirium
is frequently missed, challenging to distinguish from
other mental health conditions, and the existing ques-
tionnaire-driven detection tools are prone to inconsis-
tencies between raters.
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